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Preface 


Until recently, bipolar disorder was predominantly viewed as a relatively rare 
condition characterized by periods of euphoric excitement and depressive 
retardation, which was easy to diagnose and to treat, whose treatment was 
exclusively pharmacological, and whose outcome was usually favourable. 

This perception has changed dramatically in the last decade or so. It has 
become clear that the rubric “bipolar disorder” actually encompasses a 
variety of conditions, whose overall lifetime prevalence in the general 
population may be as high as 5%. The concept of bipolarity extended to 
bipolar type II has been validated by new research; mixed and psychotic 
forms of bipolar disorder have turned out to be much more frequent than 
previously thought; the concomitance of alcohol or drug abuse and of 
anxiety disorders has been found to be common in bipolar patients and to 
mask in many cases the disorder of mood. The foregoing developments 
have made the diagnosis of bipolar disorder a complex clinical endeavour in 
those cases involving variations on the classical picture. Moreover, the onset 
of the disorder in childhood or adolescence has been reported to be not so 
rare, and to generate further diagnostic uncertainties. 

The impact of long-term lithium monotherapy on the course of bipolar 
disorder has been found to be often less than satisfactory. Several alternative 
drugs have been introduced in clinical practice, and the choice of the most 
appropriate drug or combination of drugs in the individual patient has 
become much more complex. The specific problems posed by the treatment 
of the depressive phase of bipolar disorder have been recognized. Research 
has documented that some psychosocial interventions may be a useful addi- 
tion to pharmacotherapy in bipolar patients. The outcome of bipolar disorder 
has been proved to be frequently sub-optimal, and sometimes chronically 
deteriorating from both psychopathological and psychosocial perspectives, 
and the economic burden of the disorder has been reported to be huge. 

The debate about some of the above issues, however, remains open. 
Although for clinical purposes the broadening of the boundaries of bipolar 
disorder may bring the benefit of new treatments to the less than manic 
spectrum of the disorder, the concept of a bipolar spectrum has been 
criticized by some authorities on methodological grounds. It has been 
argued that the dilution of the concept could lead to decreased reliability 
in research studies and that the very concept of bipolar spectrum may 
lack an organizing principle. However, recent familial-genetic studies are 
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beginning to provide a theoretical framework whereby pedigrees of pro- 
bands with mania include a significant excess of a broad spectrum of 
affective psychopathology beyond classic mania. Paralleling some of these 
clinical and theoretical issues, the definition of “mood stabilizer” has 
emerged as a new controversy; research studies on the increasingly rich 
variety of agents used in bipolar disorder have not yet provided a consistent 
answer to this important psychopharmacological question. 

It would appear that the foregoing developments and debate have had a 
relatively limited impact on clinical practice worldwide. Although bipolar II 
disorder appears in ICD-10, it is not an official diagnostic rubric, which may in 
part explain why it is not used in clinical practice in many countries; even in 
North America, where bipolar II disorder is an official diagnosis, such patients 
with depression, mood instability, and mild brief hypomania are likely to 
receive the diagnosis of a personality disorder or “unipolar” depression. Of 
greater concern is the fact that bipolar patients with psychotic symptoms anda 
deteriorating course are still likely to receive a diagnosis of schizophrenia in 
many clinical centres around the globe. Thus, long-term treatment of bipolar 
patients with conventional neuroleptics remains a common problematic prac- 
tice. New mood stabilizers remain underused in many countries (while they 
are possibly overused in some others in the absence of adequate data), and the 
popularity of the individual compounds varies considerably from one coun- 
try to another (which is not necessarily based on available evidence either). 
Furthermore, recently introduced psychosocial interventions for bipolar dis- 
order are virtually unknown in many parts of the world. 

The WPA series “Evidence and Experience in Psychiatry” has been 
launched as part of the effort of the World Psychiatric Association to bridge 
the gap between research data and clinical practice concerning the most 
prevalent mental disorders. The present volume aims to review the above- 
mentioned developments and controversies concerning the diagnosis and 
management of bipolar disorder, and to provide psychiatrists of all coun- 
tries of the world with a balanced state-of-the-art update of the emerging 
scientific evidence and accumulated clinical wisdom. We are offering this 
book to enhance clinical awareness of this prevalent, underdiagnosed, 
undertreated, and often socially disabling disorder. 

Mario Maj 

Hagop S. Akiskal 
Juan José Lopez-Ibor 
Norman Sartorius 
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CHAPTER 


1 


Classification, Diagnosis and 
Boundaries ot Bipolar Disorders: 
A Review 


Hagop S. Akiskal 


International Mood Center, University of California at San Diego, VA Psychiatry Service 
(116A), 3350 La Jolla Village Drive, San Diego, CA 92161, USA 


INTRODUCTION 
The New Bipolar Era 


After relative neglect in the age of melancholy during the 1970s and 1980s, 
there has been a renaissance of bipolar disorder during the last decade of 
the 20th century. Major monographs which cover the psychopathology of the 
illness have been published, beginning with the Goodwin-Jamison encyclo- 
paedic coverage of Manic Depressive Illness [1], the Marneros and Angst’s 
book on Bipolar Disorders: 100 Years After Manic Depressive Insanity [2] and 
the present author's monograph entitled Bipolarity: Beyond Classic Mania [3]. 
Several volumes deal primarily with biological aspects [4-6]. Two poignant 
autobiographical accounts [7, 8] have helped in the cause of destigmatizing 
the illness. Other books have been written to address the needs of patients 
and their families, while at the same time maintaining a scholarly base [7, 9]. 

The new bipolar era has also witnessed the development of innovative 
pharmacological and psychosocial interventions specifically geared for this 
disorder. Despite these advances, bipolar disorder continues to be a disab- 
ling disorder for many of its sufferers. One recent monograph on its course 
and outcome [10] opened with a chapter on “Poor outcome bipolar dis- 
orders”. A large recent survey [11] of the members of the Depressive and 
Manic-Depressive Association in the United States found that early 
misdiagnosis was common, and often a decade elapsed before the correct 
diagnosis. The signs and symptoms of the classical cyclical illness are 
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2 BIPOLAR DISORDER 


unmistakable. However, the illness may begin insidiously with manifest- 
ations of a subthreshold or disturbances of a temperamental nature buried 
in early childhood or adolescence [12]. The course may be irregular or 
“chaotic” [13], or mixed/cycling [14]. In as many as 50%, psychotic symp- 
toms dominate the clinical picture [15, 16]. Alcohol and substance abuse 
may mask or complicate underlying mood swings [17, 18]. Other comorbid- 
ities include anxiety states, singly or in combination, giving rise to atypical 
clinical presentations [19, 20]. As the primary aim of this chapter is to review 
the current body of research evidence and clinical experience in the diagno- 
sis and classification of bipolar disorder, there will be no attempt to exhaust- 
ively review comorbidity. The latter will be limited to the most disputed 
clinical boundaries of bipolar disorder. 

The spectrum of psychopathology under the rubric of “bipolar disorder” 
has been expanded to include bipolar II (major depression plus hypomania) 
[21], bipolar III (pharmacologically occasioned hypomania during treatment 
of depression) and beyond [22]. These broader or “softer” phenotypes [23] 
have enriched bipolar disorder phenotypes, while at the same time inviting 
criticism on methodological grounds [24]. As juvenile and late-life bipolarity 
is covered in Chapter 5 of this volume, the main focus of the present chapter 
will be on the expression of the disorder in adults. 

What emerges from the foregoing developments in bipolar illness is a 
group of overlapping clinical subtypes. Certainly the core classical euphoric 
disorder responding to lithium is recognized as a valid clinical entity 
[25, 26]. But bipolarity encountered in contemporary clinical practice 
extends much beyond this core category [27]. The title of this chapter refers 
to “bipolar disorders” in the plural, but for the sake of convenience, 
throughout this chapter, the singular noun will be used. This terminologic 
convention notwithstanding, the present chapter will offer arguments for 
and against pluralistic versus unitary concepts of bipolarity. 


US vs. International Concepts 


The extension of the boundaries of bipolarity is reflected in the American 
Psychiatric Association’s Diagnostic and Statistical Manual of Mental Disorders 
in its 4th edition (DSM-IV) [28]. In this manual, bipolar disorders include 
bipolar disorder proper (also known as bipolar I), followed by bipolar II, 
cyclothymia, and bipolar not otherwise specified. This is implicit acceptance 
of the concept of some sort of a bipolar severity spectrum, contrasted with a 
depressive disorder spectrum consisting of major depressive disorder, dys- 
thymia, and depression not otherwise specified. The rubric “unipolar dis- 
order’, however, is wisely avoided because of the risk for bipolar 
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transformation of major depressive disorder even after many episodes [29- 
34]. The World Health Organization Classification in its 10th revision (ICD- 
10) [35] is less committed to the concept of spectrum. Depressive disorders 
are extensively documented, but again, the term “unipolar” is avoided. 
While bipolar disorder is recognized along with cyclothymia, the latter is 
classified with dysthymia under persistent affective disorders. ICD-10 does 
not formally recognize bipolar II disorder as a specific nosologic category; it 
is merely given as an example of the nondescript “other” category on the 
edge of bipolar affective disorders. After providing a superb description of 
hypomania, ICD-10 makes the surprising statement—and in a spirit con- 
trary to Kraepelin [36]—that recurrent depressive disorder is the diagnosis 
to be given even if there is evidence of “brief episodes of mild mood 
elevations and over-activity which fulfil the criteria for hypomania” during 
the recovery process. Where the US and international manuals agree is in 
rejecting hypomania—as well as mania!—occurring in response to anti- 
depressants from inclusion in the “bipolar” rubric. Finally, both manuals 
accept the concept of bipolar mixed states, consisting of simultaneous ad- 
mixtures of both poles of the illness. However, there does not appear to be a 
formal provision for rapid cycling in the international classification. 

It is noteworthy that the modern US concept of bipolar or manic-depres- 
sive illness—imported almost entirely from classical European psychiatry— 
today seems to encompass a broader conglomeration of affective conditions 
than its present counterpart in the European or international classification. 
Only two decades before the publication of DSM-IV, the US-UK diagnostic 
project [37] had demonstrated that the US concept of affective disorder was 
rather narrow, whereas the UK concept included a good chunk of what in 
the US was classified as schizophrenia, neurosis, or personality disorder. 
Before embarking on detailed descriptions of contemporary classification 
and diagnostic practice, this chapter will briefly allude to the historical 
origins of these reversals in conceptual and nosological systems across the 
two continents. These differences in part reflect the conservative European 
tradition versus the greater tendency to experiment with new ideas in the 
United States. The United States has, of course, benefited from psychiatric 
talent emigrating from different parts of the world who have brought their 
diverse psychiatric heritage. 

In closing these introductory remarks on bipolar disorder, it would be 
relevant to point out that, as is the case for other sections of the classification, 
the ICD-10 definitions of bipolar phases and subtypes pay greater attention 
to their phenomenology, and less to arbitrary cutoffs on the number of 
symptoms and their duration, with which DSM-IV is burdened. The latter 
permits greater operationalization for DSM-IV categories, rendering them 
more reliable, without assuring clinical validity. As an illustration of the ICD- 
10 vs. DSM-IV contrast in this regard, I have reproduced excerpts from the 
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ICD-10 (Table 1.1a) and DSM-IV (Table 1.1b) definitions of hypomania. In 
ICD-10, the hypomanic patient is presented in all of his liveliness, and the 
essence of the aroused hyperactive affective state is thereby captured. The 
DSM-IV criteria merely identify submanic signs and symptoms without 
capturing the qualitative attributes of hypomania. With the former, we 
understand the way of being of the hypomanic patient; with the latter we 
know the precise range of his signs and symptoms. The two approaches are 
complementary: both are necessary for the diagnostic process. 


TABLE 1.1 Hypomania according to ICD-10 and DSM-IV 


(a) Excerpts from ICD-10 description of hypomania 


Persistent mild elevation of mood, increased energy and activity, and usually 
marked feelings of well-being and both physical and mental efficiency. Increased 
sociability, talkativeness, overfamiliarity, increased sexual energy, and a decreased 
need for sleep are often present but not to the extent that they lead to severe 
disruption of work or result in social rejection. Irritability, conceit, and boorish 
behavior may take the place of the more euphoric sociability. Concentration and 
attention may be impaired, thus diminishing the ability to settle down to work or to 
relaxation and leisure, but this may not prevent the appearance of interests in quite 
new ventures and activities, or mild over-spending. Several of [these] 

features . . . consistent with elevated or changed mood and increased activity, should 
be present for at least several days on end... 


(b) DSM-IV criteria for hypomanic episode 


A. A distinct period of persistently elevated, expansive, or irritable mood, 
lasting throughout at least 4 days, that is clearly different from the usual 
nondepressed mood. 

B. During the period of mood disturbance, three (or more) of the following 
symptoms have persisted (four if the mood is only irritable) and have been 
present to a significant degree: 

Inflated self-esteem or grandiosity 

Decreased need for sleep 

More talkative than usual or pressure to keep talking 

Flight of ideas or subjective experience that thoughts are racing 

Distractibility 

Increase in goal-directed activity (either socially, at work or school, or 

sexually) or psychomotor agitation 

Excessive involvement in pleasurable activities that have a high potential 

for painful consequences (e.g., the person engages in unrestrained 

buying sprees, sexual indiscretions, or foolish business investments) 
The episode is associated with an unequivocal change in functioning that is 
uncharacteristic of the person when not symptomatic. 

D. The disturbance in mood and the change in functioning are observable by 
others. 

The episode is not severe enough to cause marked impairment in social or 
occupational functioning, or to necessitate hospitalization, and there are no 
psychotic features. 
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HISTORICAL ORIGINS 
Aretaeus 


A state of raving madness with exalted mood was recognized by the ancient 
Greeks [2]. Its relation to melancholia was probably noted as early as the 
first century Bc by Soranus, who described mania as a remitting illness 
which, in some patients, had admixtures with melancholia: continual wake- 
fulness and fluctuating states of anger and merriment, sometimes of sadness 
and futility during the same episode (this description foreshadowed con- 
temporary mixed states). 

Aretaeus of Cappadocia (circa AD 150) [38] is usually credited with more 
explicitly stating the connection between the two major mood states: “Tt app- 
ears to me that melancholy is the commencement and a part of mania.” He pro- 
ceeded to describe euphoric mania as we know it in contemporary psychiatry: 
“There are infinite forms of mania but the disease is one. If mania is associated 
withjoy, the patientmay laugh, play, dancenight and day, and goto the market 
crowned as if victor in some contest or skill. The ideas the patients have are 
infinite. They believe they are experts in astronomy, philosophy, or poetry.” 

Aretaeus also described the more severe excitements that develop from 
this base (end stage mania according to Carlson and Goodwin [39]): “The 
patient may become excitable, suspicious, and irritable; hearing may 
become sharp; get noises and buzzing in the ears; or may have visual 
hallucinations; bad dreams and his sexual desires may get uncontrollable; 
aroused to anger, he may become wholly mad and run unrestrainedly, roar 
aloud; kill his keepers, and lay violent hands upon himself.” 

In another magnificent passage reproduced below, Aretaeus further com- 
mented on secondary personality changes (of what today some might mis- 
takenly attribute to personality disorder): “They are prone to change their 
mind readily; to become base, mean-spirited, illiberal, and in a little time 
extravagant, munificent, not from any virtue of the soul, but from the 
changeableness of the disease.” 

Aretaeus also described mania as a disease of adolescent and young men 
given intermittently to “active habits, drunkenness, lechery” and an im- 
moderate life-style (what today might be called hyperthymic and cyclothy- 
mic temperaments). Exacerbations were more frequent in the spring. A 
modern concept of mania indeed! 


Falret and Baillarger 


The connection of mania to melancholia was rediscovered 17 centuries later 
in Falret’s “folie circulaire” [40] and Baillarger’s “folie a double forme” [41]. 
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That accomplishment was made possible by the humane treatment of the 
mentally ill in Paris around the turn of the 18th century, which emphasized 
systematic longitudinal clinical observations of patients, detailed in case 
records. Bourgeois and Marneros [42] have noted that Falret’s concept of 
circular insanity identified a disorder with highly regular cyclicity and lucid 
intervals, but that the ultimate prognosis for recovery was often grave, 
especially in cases with short free intervals (Falret thereby foreshadowed 
the modern concepts of rapid- and continuous-cycling forms). Baillarger’s 
description of insanity with two phases was less concerned with the free 
interval and, therefore, the prognosis of the disorder was variable. 

The humanitarian reforms introduced in the 19th century may have 
eventually played a role in changing the prognosis of these disorders: they 
ensured that standards of general health and nutrition would improve the 
outlook of patients with mania and melancholia who—unlike those with 
insanity that evolved into ““dementia’—could be discharged from the 
asylum. In his brilliant historical review on the “two manias”, Hare [43] 
has noted that mania, which in European asylums was once considered to 
be an incurable illness, thereby became transformed into a disorder with 
better prognosis. 


Kraepelin 


The foregoing developments, among others, paved the way to Kraepelin’s 
synthesis at the turn of the 19th century [36]. His unique contribution was 
not so much in the grouping together of melancholia and mania, but his 
compelling methodologic rationale based on rigorous observation. His work 
established manic-depressive illness as a nosological and, he hoped, a 
disease entity. It was based on the following validating principles: a) the 
various forms had a common “heredity” measured as a function of familial 
aggregation, i.e., depression could occur in the families of manic patients 
and vice versa; b) frequent transitions from depression to mania or the 
reverse occurred during longitudinal follow-up; c) the superimposed epi- 
sodes were sometimes opposite to the patient’s habitual temperament, i.e., 
mania could arise from a depressive temperament and depression from a 
“manic” temperament; d) depressive and manic features could intermix 
during the same episode (this concept of mixed states was considerably 
enriched by Weygandt [44], a Kraepelin disciple); e) a recurrent course with 
illness-free intervals characterized most cases. 

Prognosis played such a central role in Kraepelin’s formulation of manic- 
depressive insanity that he may have excluded many patients who failed to 
make adequate recovery from affective episodes. What was perhaps more 
objectionable to his contemporaries was his inclusion of clinical depressions 
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without the opposite pole in the enlarged manic-depressive group. The 
following two passages, reproduced from Kraepelin, explain his rationale 
for such inclusion: as mania is often followed by depressive states and even 
minor depressive dips without clinical significance, the reverse could be 
true for depressive attacks: “When the depression disappears with remark- 
able rapidity, one must be prepared for a manic attack—an increased feeling 
of well-being may take the place of depression; this we must perhaps regard 
as a manic indication, even when it acquires no real morbid extent.” 

“...In association with the states of depression ...slighter indications of 
manic symptoms can be demonstrated with extreme frequency, as tempor- 
ary exalted mood, laughing, singing, dancing, feelings of happiness at time 
of recovery.” (Kraepelin remarked that patients, and sometimes physicians, 
considered these brief hypomanic excursions as expressions of pleasure at 
recovery, and thereby missed the manic-depressive nature of the disorder. 
In the quoted passages Kraepelin was actually describing what today will 
certainly be considered bipolar II disorder or variants thereof.) 

Kraepelin’s grouping of states of manic and depressive disorders into a 
unitary disorder was developed as early as the sixth (1899) edition of his 
Lehrbuch der Psychiatrie. Its opening passage on manic-depressive insanity 
reads: ““Manic-depressive insanity includes on the one hand the whole 
domain of so-called periodic and circular insanity, on the other hand simple 
mania, the greater part of the morbid states termed melancholia and also a 
not inconsiderable number of cases of amentia [confusional insanity]. 
Lastly, we include here certain slight and slightest colorings of mood, 
some of them periodic, some of them continuously morbid, which on the 
one hand are to be regarded as the rudiment of more severe disorders, on 
the other hand, pass over without boundary into the domain of personal 
predisposition.” 

For Kraepelin, the core pathology of clinical depression was expressed in 
three related domains: lowering of mood, and slowed or retarded physical 
and mental activity. In mania the opposite dominated the clinical picture: 
mood was elated and both physical and mental activity accelerated. Mixed 
states occurred when in either state at least one domain was replaced by its 
opposite. Table 1.2 summarizes three of Kraepelin’s six mixed state proto- 
types, still commonly observed in contemporary clinical practice. Patients 
with “‘involutional melancholia” (referring to 40- to 55-year-old patients 
with extreme anxiety, irritability, agitation, and delusions) were originally 
excluded from the larger manic-depressive rubric; he believed the etiology 
of the former to be vascular or degenerative. However, in the eighth edition 
of the Lehrbuch, he classified involutional melancholia within the manic- 
depressive group as a special form of mixed state; follow-up conducted by 
his pupil Dreyfus [45] had shown the occurrence of unmistakable excited 
phases. This historical note contradicts the myth that Kraepelin was “rigid”; 
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TABLE 1.2 Kraepelin’s concept of mixed states in contemporary practice 


Type of mixed state Mood Thinking Activity 

Anxious-depressive mania IL t t 

Excited depression 4 4 t 

Depression with flight of 4 t U 
ideas 


indeed he did change his mind when evidence pointed to the contrary. 
(Curiously, the question of depressive mixed state is still a controversial 
issue, as further discussed in Koukopoulos and Koukopoulos’ superb paper 
on “agitated depression as a mixed state” [46].) 

Kraepelin’s concept of manic-depressive insanity was not just unitary. In 
suggesting that the range of illness manifestations spanned from tempera- 
ment— “personal disposition” in his formulation in German—all the way 
to depressive, mixed, manic and psychotic states, Kraepelin was formulat- 
ing what today we consider a spectrum concept of manic-depressive ill- 
ness [27]. 


CONTEMPORARY CLASSIFICATORY APPROACHES 
The Unipolar-Bipolar Distinction 


In the short span of 12 years, Karl Leonhard [47] in 1957, Jules Angst [48] in 
1966, Carlo Perris [49] in 1966, and George Winokur, Paula Clayton, and 
Theodore Reich [50] in 1969—working independently on two continents in 
four different countries—proposed that depressive disorders without manic 
or hypomanic episodes (unipolar depression) are distinct from depressive 
episodes that begin at earlier ages and alternate with manic or hypoma- 
nic episodes (bipolar disorder). The main difference between the two affect- 
ive subtypes is the greater familial loading for mood disorder—especially for 
bipolar disorder—among bipolar probands. This polarity-based distinction 
has proven to be of great heuristic research and clinical benefit [1, 2]. The most 
documented differentiating features between unipolar and bipolar depres- 
sions (most data based on bipolar I disorder) are summarized in Table 1.3. 

Although, in the extreme, bipolar and unipolar disorders are discrimin- 
able clinically, familially, and therapeutically, observations during the past 
two decades have shown areas of overlap between those extremes that 
might be considered “pseudo-unipolar”. 

Firstly, there are those depressive patients who experience very brief 
hypomanic episodes, as described by Angst [51]. Despite the fact that the 
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TABLE 1.3 Differentiating characteristics of bipolar and unipolar depressions 


Bipolar Unipolar 
History of mania or Yes No 
hypomania (definitional) 
Sex ratio Equal Women > men 


Age at onset 
Postpartum episodes 
Onset of episode 
Number of episodes 
Duration of episodes 
Psychomotor activity 
Sleep 


Family history 
Bipolar disorder 
Unipolar disorder 
Pharmacological response 
Antidepressants 


Teens, 20s, and 30s 

More common 

Often abrupt 

Numerous 

3 to 6 months 

Retardation > agitation 

Hypersomnia > 
insomnia 


High 

High 

Induce hypomania/ 
mania 


30s, 40s, 50s 

Less common 

More insidious 

Fewer 

3 to 12 months 

Agitation > retardation 

Insomnia > 
hypersomnia 


Low 
High 


Induction of 
hypomania/mania is 


rare 


Lithium carbonate Acute antidepressant Generally ineffective 


effect 


Research Diagnostic Criteria (RDC) [52] set the lowest threshold to two days 
for probable hypomania (seven days for definite), DSM-IV—which is de- 
rived from it—arbitrarily settled down with a threshold of four days. 

Secondly, 10-20% of patients with major depressive disorder subse- 
quently develop hypomanic or manic episodes and so should be reclassified 
as having bipolar I or II disorder [29-33]. This occurs with an average 
latency of six years from first depressive attack. A disciple of Kraepelin 
would argue that some, though not all, such patients must have been 
“cryptic” bipolar at the temperamental level, possibly indicated by trait 
mood lability or mild cyclothymic tendencies; others may have displayed 
“manic” or hyperthymic traits—upbeat, driven, overenergetic and overcon- 
fident individuals—without having ever reached the threshold of a discrete 
episode of hypomania. 

Thirdly, there exist “unipolar” patients in bipolar pedigrees, or clinically 
depressed patients who have a bipolar first-degree relative [53-5]. Indeed 
Winokur [56], the US proponent of the unipolar-bipolar distinction, 
wondered whether a common genetic factor linked the two disorders. 

The foregoing observations may, in part, explain why some apparently 
“unipolar” patients respond to lithium monotherapy or lithium augmenta- 
tion [57-60]. A practitioner—or a researcher for that matter—who systemat- 
ically follows up his or her patients will often encounter primarily 
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depressed patients who display rudimentary or muted manifestations of 
hypomania. As Kraepelin demonstrated in his monograph—and Poste 
group [61] has systematically endorsed—course captured graphically is 
one of the best ways to identify these less-than-manic expressions of the 
illness. Kraepelin, after diagramming 18 illustrative patterns for the entire 
spectrum of manic-depressive illness, declared that the illness pursued an 
indefinite number of courses. He was naturally sceptical of any subdiv- 
isions, for that would have undermined his unitary concept of manic- 
depressive illness! The question for the contemporary practitioner is 
whether there are validated clinical subtypes in the interface of depressive 
and manic extremes of affective illness. 


The Bipolar Spectrum 


The unipolar-bipolar distinction left undefined many affective conditions 
lying in between [62]. We encounter such patients in the pedigrees of 
bipolar probands: indeed, relatives of bipolar patients suffer predominantly 
of illnesses that are depressive in nature (by a factor of 3 or 4) [54]. Based on 
such data and clinical intuition, we argued that these phenotypically “uni- 
polar” relatives of bipolar probands are “genotypically” bipolar [23]: we 
thereby estimated that 4-5% of the general population belongs to a broad 
bipolar spectrum with predominantly depressive phenomenology and 
muted bipolar features. This prediction has now been confirmed in the 
new wave of epidemiologic studies [63-65], which have documented that 
the classical figure of 1-1.6% for bipolar disorder [66-68] is too conservative, 
and that at least 5% of the community manifests bipolarity, much of it 
depressive in form, but coupled with less-than-manic, brief excitements. 
The most compelling data derive from the Zurich epidemiological study 
by Angst [65]. This work, conducted by one of the original researchers who 
was highly influential in promoting the concept of bipolar disorder, persua- 
sively argues for the need to enlarge bipolarity at the subthreshold (brief 
hypomania) end of the spectrum. These seemingly “subclinical” manifest- 
ations from a symptomatological point of view have proven—in association 
with depressive features—to have significant adverse psychosocial conse- 
quences. 

In a pioneering contribution, Dunner et al [21] had identified these less- 
than-manic patients as bipolar II on the basis of hospitalization for depres- 
sion, and hypomanic periods that did not require hospitalization. Fieve and 
Dunner [69] had reserved the diagnosis of bipolar I disorder for bipolar 
patients who had required hospitalization for mania. Although one may 
question whether hospitalization is an adequate criterion for defining the 
diagnostic threshold for mania, the work of these investigators nonetheless 
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represented an important advance—for both research methodology and 
clinical practice—in paving the way for the recognition of the large universe 
of bipolar patients whose excited periods remained ambulatory. Subse- 
quently, Angst et al [70] introduced the concept of “Dm” for these genetic 
variants of the more classic “MD” and “Md” subtypes. The Akiskal and 
Mallya [23] proposal for a “soft bipolar spectrum” is a more inclusive term 
for bipolar conditions beyond classic mania, and extends the foregoing 
definitions by incorporating depressions with hypomanic episodes (core 
bipolar II), cyclothymic and hyperthymic traits, as well as those with famil- 
ial bipolarity; the spectrum also includes hypomanic periods which occur 
during pharmacotherapy or other somatic treatments (bipolar III). A related 
proposal based on extensive clinical observations has been made by Noble 
Endicott [71], who further expanded the spectrum to include, among others, 
cyclic depressions without hypomania, but abrupt onset and offset. Kler- 
man [72], too, had earlier written in favour of a “spectrum of mania”, based 
on nosological considerations. More recently, Cassano et al [73] have de- 
scribed yet another variant of the bipolar spectrum concept based on a 
symtomatologic continuum between subthreshold and full-blown clinical 
expressions of bipolarity. 

Just a few years after the publication of DSM-II]—and in response to a 
request by the American Psychiatric Association as to whether the new 
diagnostic manual provided adequate coverage for all affective diag- 
noses—we reported that the foregoing bipolar spectrum conditions were 
as prevalent as their unipolar counterparts (Table 1.4) in a consecutive case 
series of personally examined affective states [23]. A major validation of the 
concept of a bipolar spectrum that ranges from levels of mania through 
hypomania and hyperthymia has come from the Pisa-Memphis collabora- 
tive study [74]: it demonstrated that bipolar I and II disorders and depres- 
sions arising from the hyperthymic temperament could be distinguished 
from major depressive disorder (without manic spectrum features) on the 
basis of bipolar family history. The French national collaborative study 
(EPIDEP) [75] has the largest data in support for the inclusion of hypomania 
associated with pharmacotherapy within the bipolar spectrum, based on 
familial bipolarity essentially indistinguishable from that of spontaneous 
hypomania. 

The genetic investigation of Bertelsen et al [76] is one of the strongest lines 
of evidence for the broad bipolar concept: monozygotic twins discordant for 
strictly defined mood disorders were broadly concordant for such condi- 
tions as mood-labile temperaments at the (untreated) end of the spectrum, 
and schizophreniform disorders beyond the boundaries of classic affective 
disorders at the psychotic end of the spectrum. One could therefore argue 
that the same putative bipolar genotype expressed itself in phenotypes 
which range from the very mild near normal to the extremely ill. 
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TABLE 1.4 Primary affective diagnoses in 102 patients in a community 
mental health centre (summarized from Akiskal and Mallya [23]) 


Diagnosis* % 
Bipolar I 18 
Bipolar II 18 
Bipolar III 9 
Cyclothymia** 5 
Unipolar (major depression) 44 
Dysthymia** 6 


*Sampling involved taking every 50th patient over a 10-year period and eliminating 
those with non-affective diagnoses. 
**In the absence of major mood disorders. 


Like the unipolar-bipolar distinction, the bipolar spectrum is a heuristic 
clinical classification. Bipolar II disorder, which is the most common expres- 
sion of the spectrum, in some pedigrees seems to “breed true” [77-80]. It is 
therefore likely that genetic heterogeneity underlies the proposed clinical 
spectrum of bipolarity. However, it is not clear at this time how to subdivide 
the broad clinical terrain of bipolarity on genetic grounds. Alda et al [81] 
have proposed that lithium-responsive bipolar patients, typified by eu- 
phoric mania, might constitute the core genetic subtype within the spec- 
trum. However, this would exclude at least 50% of bipolar I patients, who 
do not respond to lithium. Also, judging from the fact that bipolar II 
disorder is common in bipolar pedigrees, at least some bipolar II patients 
(presumably a “sunny” or stable phenotype) must represent muted expres- 
sions of the core genotype. Other bipolar II patients might represent an 
autonomous or “dark” phenotype in association with cyclothymic instabil- 
ity; this temperament has emerged as distinct from other more stable tem- 
peraments in an epidemiologic study [82]. Much work lies ahead of us in 
terms of defining putative phenotypes to guide the search for genotypes 
within the clinical spectrum of bipolar disorders. 

Two recent critical reviews represent contrasting views on the boundaries 
of bipolar disorder. Cassano et al [73] argue that the bipolar spectrum is a 
“clinical reality” but in search of diagnostic and assessment methodology. 
The other critique by Baldessarini [24] argues for a more cautious approach 
which would restrict any broadening of the presently accepted official 
boundaries of DSM-IV. Paradoxically, Baldessarini’s historical overview of 
bipolarity—from Aretaeus [38] to Goodwin and Jamison [1]—includes 
largely authors or investigators whose work supports a broad concept 
(Table 1.5). This is because the thrust of historical development in bipolar 
disorder has been for a broad spectrum! Where Baldessarini and Cassano 
converge is in their requirement of methodological purity, which may be 
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TABLE 1.5 Historical evolution of the concept of bipolar disorder (according to 
Baldessarini [24]) 


150 AD Aretaeus Melancholia — mania 

1854 Falret & Baillarger Circular and double insanity 

1867 Griesinger Unitary mental disorder 

1882 Kahlbaum Cyclothymia 

1899 Kraepelin Manic depressive psychosis 

1960s Angst, Perris, Winokur Unipolar-bipolar distinction 

1976 Dunner et al Bipolar II 

1976 Mendels Pseudo-unipolar depression 

1978 Pope and Lipinski “Schizophrenic” symptoms in 
manic depressive psychosis 

1983 Akiskal Bipolar spectrum 

1990 Goodwin and Jamison Manic-depressive illness 


necessary for certain research operations, versus practice considerations 
that, we would contend, do not require pristine methodological designs, 
nor unwieldy assessment instruments which are unrealistic in a clinical 
setting. A recently published instrument by Hirschfeld et al [83] to screen 
for the bipolar spectrum appears to be relatively straightforward, with 
acceptable sensitivity and good specificity, though it has not yet been used 
extensively in clinical practice. The same is true for several other instru- 
ments developed primarily for use in epidemiologic or high risk studies 
[84, 85]. 

The compelling clinical rationale for the spectrum concept is that practi- 
tioners with preventive focus in most fields of medicine have historically 
diagnosed illnesses in their earlier and milder expressions. Those described 
in textbooks—as well as ICD-10 or DSM-IV—as “typical” cases, are actually 
relatively uncommon in clinical experience. In other words, what those 
manuals describe as “atypical” (or not otherwise specified) are, in reality, 
quite typical! 

To recapitulate, candidates proposed for inclusion in a broadly conceived 
bipolar spectrum are mania; recurrent depressions with hypomania (irre- 
spective of duration), pharmacologically mobilized hypomania, as well as 
those in association with cyclothymic and hyperthymic temperaments; and 
finally recurrent (pseudo-unipolar) depressions with bipolar family history, 
or cyclic depressions responsive to lithium. An International Exchange on 
Bipolar Disorder (IEBD) [86] among 30 clinician-researchers from both sides 
of the Atlantic took place in Barcelona in the spring of 1998 to consider, 
among others, the current status of clinically validated bipolar subtypes. 
Table 1.6 summarizes the deliberations of this group. 

Neither the unipolar-bipolar distinction, nor the competing bipolar 
spectrum concept have received unqualified support. Indeed, both have 
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TABLE 1.6 Barcelona international “consensus” on bipolar subtypes beyond 
DSM-IV and ICD-10* (summarized from Akiskal et al [86]) 


Mood incongruent bipolar psychosis 
Bipolar I (mania) 

Mixed mania (> 2 depressive symptoms) 
Bipolar II (hypomania > 2 days) 

Somatic treatment-induced hypomania 
Rapid cycling 

Cyclothymia 

Recurrent brief hypomania 


*Italic entries represent recommended revisions to these manuals. 


been criticized [24, 87]. Even since before Kraepelin, the pendulum in 
international classification has moved back and forth between unitary 
(spectrum) and discontinuity (unipolar-bipolar) positions. Circa 2001, the 
pendulum seems to be moving towards the spectrum position [1, 3], even 
though its ultimate range remains undefined. 


MANIA, HYPOMANIA, CYCLOTHYMIA AND 
HYPERTHYMIA 


Mania 


Classic euphoric mania is unmistakable: the elated mood is accompanied by 
grandiosity, psychomotor acceleration, a rush of ideas, distractibility, and 
decreased need for sleep [36]. The manic patient is witty, his behaviour 
expansive, jesting, and dramatic. The patient lifts the clinician’s spirits, but 
can be irritating as well. Although this mode of emotional communication is 
highly characteristic of mania [88], as contrasted with schizophrenia, it is not 
specifically mentioned in the diagnostic guidelines of ICD-10 and DSM-IV. 
Perhaps it is deemed to be unreliable, in that manic mood is changeable. 
Bursting into tears is common, but not necessarily lasting. Also, for many 
patients the high is so excessive that it is experienced as intense nervous- 
ness. Moreover, when crossed, the patient can become extremely hostile. 
Thus, lability and irritable hostility are as much features of the manic mood 
as is elation, and appear as such in both ICD-10 and DSM-IV. 

Accelerated psychomotor activity, which for some investigators [89] 
constitutes the hallmark of mania, is characterized by an overabundance 
of energy and activity and by rapid and pressured speech. Subjectively, the 
patient experiences an unusual sense of physical vitality (eutonia), not 
specifically mentioned in DSM-IV and ICD-10 manuals. Thinking processes 
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are accelerated, subjectively experienced as flight of ideas. The patient may 
speak with such pressure that it is difficult to follow his associations, often 
based on rhyming or chance perceptions, which may therefore appear 
“loose”. The pressure to speak may continue despite the development of 
hoarseness—this, too, is neither in DSM-IV, nor ICD-10. The psychomotor 
disinhibition in mania is often associated with risk-taking behaviour 
in many domains [88]. They are distractible and move quickly, not only 
from one thought to another, but from one person to another, showing 
heightened interest in every new activity that strikes their fancy. They are 
indefatigable and engage in various activities in which they usually display 
poor judgement. Examples include preaching or dancing in the street; abuse 
of long distance calling; buying new cars, hundreds of records, expensive 
jewellery, or other unnecessary items; paying the bills of total strangers in 
bars; giving away one’s furniture; engaging in questionable business ven- 
tures; gambling; unplanned trips; and sudden marriages. Such pursuits can 
lead to personal and financial ruin. The sexual appetite is typically increased 
and often leads to sexual misadventures, resulting in marital disasters— 
hence the multiple separations or divorces that are so characteristic of the 
disorder. Sexual indiscretion is even more problematic now, in view of the 
spectre of HIV infection. Although both ICD-10 and DSM-IV consider such 
behavioural excesses as cardinal signs of mania, neither manual makes 
specific reference to the meddlesome behaviour of manic patients [90]: 
they are intrusive in their increased involvement with others, leading to 
marked—and often lifelong—friction with family members, friends, and 
colleagues. A corollary of psychomotor activation, and another cardinal 
sign of mania, is decreased need for sleep, whereby the patient sleeps for 
only a few hours but feels energetic on awakening. Some may actually go 
sleepless for several days, which could lead to a dangerous escalation of 
manic activity, and sometimes, to physical exhaustion. Weight loss may 
occur because of such hyperactivity and neglect of nutritional needs. Deliri- 
ous mania, an extremely severe, yet rare, expression of mania (also known 
as “Bell's mania”) [91] involves frenzied physical activity that continues 
unabated, leading to a medical emergency that is life threatening. Pseudo- 
dementia, a confused manic state, has also been reported [92]. 

Manic thinking is overly positive, optimistic, and expansive. The patient 
presents an inflated self-esteem, a grandiose sense of confidence and boasts 
about his achievements [36]. Behind that facade, however, there may be a 
vague and painful recognition that the positive self-concepts do not repre- 
sent reality [88]. Such insight, if present at all, is transient; indeed, manic 
patients are notoriously refractory to self-examination. Denial, lack of in- 
sight, and impaired judgement [93, 94]—cardinal cognitive derangements of 
mania—are not listed in the DSM-IV criteria for manic episode or bipolar 
disorders. This is a serious omission: poor judgement plays an important 
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role in the way manic patients manage their personal life, harming them- 
selves and their loved ones. Their proverbial poor adherence to pharma- 
cotherapy is due to their denial that there is anything wrong with their 
exalted mental state. Finally, their lack of insight makes their delusions less 
amenable to challenge. 

According to Kurt Schneider [95], manic psychosis is characterized by 
delusions of exceptional mental and physical fitness and talent; delusions 
of wealth, aristocratic ancestry, or other grandiose identity; delusions of 
assistance; or delusions of reference and persecution, based on the belief 
that enemies are observing or following them out of jealousy at their special 
abilities. At the height of mania patients may even see visions or hear voices 
congruent with their euphoric mood and grandiose self-image. Psychosis in 
the setting of mania is thus typically mood-congruent. The sense of physical 
well-being and mental alacrity is so extraordinary that manic patients be- 
lieve that they possess superior powers or that they are great healers, 
inventors or famous reformers. Their senses are so vivid that colours and 
textures are richer, and reality more exotic, both of which can be easily 
transformed into a vision. Such enhanced perceptions [88], briefly men- 
tioned in ICD-10, are nowhere to be found in DSM-IV. The thoughts of 
manic patients are so rapid and vibrant that they feel they can hear them. 
Mental processes in mania are so powerful, that some patients feel their 
brains have special communication channels with a deity or the cosmos. 
Thus, certain first-rank Schneiderian-type symptoms, which have been 
traditionally considered mood-incongruent, can be understood phenom- 
enologically to arise from the powerful mental experiences of mania. A 
high proportion of manic patients abuse alcohol and stimulants [96, 97]— 
as well as other substances—ostensibly to enhance or modulate their moods 
and, therefore, mood-incongruence can sometimes be explained on the basis 
of intoxication or withdrawal [17]. However, not all mood-incongruent 
psychotic experiences in mania are understandable on phenomenologic 
grounds, nor on the basis of cerebral pathology. At the height of mania, 
severely ill manic patients may experience or display most signs and symp- 
toms deemed “schizophrenic” in form [15, 16, 39, 98]. Major exceptions are 
poverty of content of thought and lasting flattening of affect [99]. Caution 
should be exercised to avoid over-diagnosing schizophrenia in certain 
ethnic groups, as African-American and UK Caribbean manic patients are 
more likely to present clinically with severe illness and psychotic symptoms 
[100-103]. 

Neither ICD-10 nor DSM-IV specifically address the diagnostic questions 
posed by the 5-10% of bipolar patients who pursue a chronic manic course 
[104]. These cases represent deterioration of bipolar disorder dominated by 
recurrent manic episodes arising from a hyperthymic baseline. The psycho- 
motor excitement in these cases is gradually replaced by chronic grandiose 
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delusions; the mood is one of near constant elation; with minimal subjective 
distress and insight totally lacking, the patient sees no reason to adhere to 
any treatment regimen. Because of their social deterioration, Kraepelin had 
subsumed such patients under the category of “manic dementia”. Organic 
factors such as head trauma and chronic alcohol abuse may contribute to the 
deteriorative course. A persistent cheerful disposition, non-schizoid pre- 
morbid adjustment, prior manic episodes, and a family history of bipolar 
disorder—as well as the absence of flagrant formal thought disorder—can 
be marshalled in validating the affective nature of these poor-prognosis 
manic states [88]. 

The descriptive and phenomenologic features of mania reviewed suggest 
the need to enrich DSM-IV by at least three domains presently absent from 
its formal diagnostic criteria: 1) social disinhibition leading to meddlesome 
and intrusive behaviour; 2) enhanced perceptions; 3) impaired insight and 
judgement. A new ordering of the symptomatologic criteria of mania which 
incorporate these three domains is summarized in Table 1.7. 

It is relevant to end this section on mania by noting that its clinical 
diagnosis has very high reliability among trained clinicians (kappa= .93) 
[105], making the use of mania rating scales unnecessary in routine clinical 
practice. Such scales [106-108] are primarily for research purposes. Psycho- 
pharmaceutical trials, in particular, have benefited from the use of such 
scales. 


Hypomania 


The signs and symptoms of hypomanic episodes as described in DSM-IV 
are insufficiently discriminatory from those for mania. The distinction is 
based on severity: psychotic symptoms are absent, duration is shorter, and 


TABLE 1.7 Proposed enrichment of the DSM-IV symptomatologic criteria for 
mania 


Euphoria—which can easily shift to irritability and hostility 
Psychomotor activation 

Boundless energy 

Grandiose self-esteem 

Pressure of speech—flight of ideas 
Heightened perceptions 

Marked distractibility of attention 

Little need for sleep 

Increased risk-taking—squandering money 
Social disinhibition 

Lechery 

Denial—loss of insight—impaired judgement 
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major life disruptions are uncharacteristic—indeed, hypomania can be 
adaptive [62, 109]. Thus, hypomania is a non-psychotic, milder or sub- 
threshold manic state of short duration and without marked impairment. 
Although hypomanic episodes represent a departure from the person’s 
habitual baseline, they are typically experienced as ego-syntonic. Hence, 
family and significant others generally provide more reliable reports. 

Brief hypomanic episodes among Memphis cyclothymic outpatients [110] 
revealed features which are deceptively adaptive when taken singly and 
without regard to long-term course: carefree and cheerful; high energy, 
eutonia and vitality; could get by with less sleep than usual for the person; 
sharper senses and creative thinking; overconfident and overly optimistic; 
talkative; overly gregarious and people-seeking; heightened sexual drive 
and behaviour; spending sprees; and over-involvement in new projects and 
activities. More often than not, hypomania is recurrent and part of cyclothy- 
mia and, therefore, considerable impairment invariably occurs as a result of 
repeated mood swings. The Zurich epidemiologic project [111] reported a 
broader range of hypomanic manifestations in the community: less sleep; 
more energy and strength; more self-confidence; increased activities; 
enjoying work more than usual; more social activities; spending too much 
money; more ideas and plans; less shy and less inhibited; more talkative 
than usual; increased sex drive; increased consumption of coffee, cigarettes, 
and alcohol; overly optimistic with euphoria; increased laughter, joking and 
puns; and sharp thinking with new ideas. The psychometric properties of 
the Zurich hypomania scale are under investigation [112]. Suffice it to say 
that the “sunny” or positive features of hypomania are observed primarily 
among those with sporadic hypomania. Both the Memphis and Zurich 
observations are based on individuals who had never been hospitalized 
for mania, and thus capture the rich phenomenology for hypomania beyond 
the narrow band criteria in DSM-IV. Also, both studies stipulated a modal 
duration of two days. This threshold has been recently validated in an 
Italian study [113]: indeed, nearly all patients in a large consecutive series 
of private outpatients had hypomania less than four days, and nearly all 
were recurrent. An earlier Italian study [74] on bipolar II patients which 
used a definition of hypomania duration of two days—whether it was in 
association with episodes of major depression or part of cyclothymia— 
found the rate of bipolar family history in these patients to be similar to 
that of bipolar I patients, and significantly higher than that of pure major 
depressive disorder. Manning et al [114], reporting on a consecutive case 
series of depressive and anxious patients in general medical practice, have 
also presented data in favour of the two-day threshold for hypomania. 

In conclusion, the four-day threshold of DSM-IV hypomania is unjustified 
[86] and unnecessarily narrows down the range of bipolar spectrum dis- 
orders diagnosable in clinical, epidemiologic, and genetic studies. The IEBD 
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[86] recommended four days in sporadic cases, and two days for the more 
prevalent recurrent forms. 


Cyclothymia 


Both Kraepelin [36] and Kretschmer [115] described cyclothymic individ- 
uals in whom low-grade affective manifestations of a subdepressive and 
mild hypomanic nature oscillated over long periods of the life span. While 
in the classical, and especially German, literature [116] cyclothymia refers to 
the entire range of manic-depressive manifestations, in its current usage 
[117] the term cyclothymic disorder is restricted to a subthreshold bipolar 
trait or temperament. 

In most cyclothymes presenting clinically [118], depressive or irritable 
moodiness predominates; in a minority of cases, intermittent hypomanic 
features are more characteristic. Cyclothymic mood swings could occur 
throughout life without progression to major affective episodes, or represent 
the prodromal phases of more severe episodic mood disorders; upon recovery 
from these episodes, patients tend to return to their cyclothymic baseline. 
Relatively neglected by the contemporary psychiatric establishment and clin- 
ical psychology, several large-scale studies have nonetheless examined cyclo- 
thymic disorder and its variants in juvenile and young adult subjects. 

The earliest of these studies was carried out at the University of Tennessee, 
Memphis [110] in the late 1970s: 10% of a mental health clinic population met 
criteria for subsyndromal mood swings over long periods of teenage and 
young adult years. They presented clinically because of social disruptions in 
their lives, such as romantic failure, financial extravagance, repeated change 
of line of work or college studies, frequent geographic moves, and polysub- 
stance abuse. The underlying bipolar diathesis was validated on the basis of 
biphasic subsyndromal changes in energy, activity, mood, and cognition, each 
phase typically lasting from two days to a week; family history for bipolar 
disorder was obtained from cyclothymes at rates comparable to that from full- 
blown bipolar disorder; during prospective follow-up, one out of three 
cyclothymes progressed to full-blown clinical depression or hypomania 
(some of which were during antidepressant use for depression), and rarely 
to manic states. This observation suggests that cyclothymia and bipolar II 
disorder form a continuum [118]. The same finding emerged in the French 
EPIDEP study [119], where 88% of cyclothymes in a national cohort of major 
depressives were independently diagnosed as bipolar II. 

In collaboration with a team of clinical researchers from Pisa [82], we 
studied 1010, 14—25-year-old students: high internal consistency and diag- 
nostic specificity was found for six of the eight criteria for cyclothymic 
temperament according to Akiskal and Mallya [23]: lethargy alternating 
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with eutonia; shaky self-esteem alternating between low self-confidence and 
overconfidence; decreased verbal output alternating with talkativeness; 
mental confusion alternating with sharpened and creative thinking; unex- 
plained tearfulness alternating with excessive punning and jocularity; and 
introverted self-absorption alternating with uninhibited people-seeking. 
This subthreshold oscillation of hypomanic and depressive periods, with 
infrequent euthymia, identified 6.3% of the student population as cyclothy- 
mic [120]. These biphasic shifts, lasting typically no more than a few days at a 
time in each direction, represent the habitual long-term functioning of the 
individual. Both the Memphis and Pisa studies of cyclothymia utilized a 
semi-structured interview format. An auto-questionnaire version of this 
cyclothymia scale called TEMPS-A (Temperament Evaluation of Memphis, 
Pisa, Paris and San Diego) [121] found excellent internal consistency for the 
set of 21 items of cyclothymia, of which those with the highest factorial load- 
ing are listed in Table 1.8. Translated into 12 languages, TEMPS-A is presently 
being investigated in different countries. The French national EPIDEP study 
[119] has reported high (positive) correlation between patient self-rating vs. 
clinician interview, and a conservative cutoff of 10 or more items for a provi- 
sional identification of the cyclothymic temperament in clinical populations. 

Another large study [122] examining cyclothymia was conducted in col- 
lege students in Albany, New York, in the early 1980s. Constructing a self- 
rated inventory based in part on the University of Tennessee descriptions of 
cyclothymia—and modifying them on the basis of the classical psychiatric 
literature and psychometric considerations—these authors reported that 
4-6% of students could be described as cyclothymic. Many of these cyclo- 
thymic students developed depressive and/or suicidal crises—often in 
association with substance abuse—during prospective observation, under- 
scoring the public health importance of cyclothymia as a putative bipolar 
diathesis. The General Behavior Inventory (GBI), which has derived from 
this body of work, has not proven to be particularly useful for clinical 
practice. Its research applications have been more promising. For instance, 
high GBI cyclothymia scores have been reported in the offspring of bipolar 
probands [123]. 

A consistent finding in the foregoing studies is the strong familial associ- 
ation of cyclothymia with bipolar disorder. However, it phenotypically 
appears more linked to bipolar II rather than bipolar I disorder. Cyclothy- 
mia is emerging as a bipolar trait of great public health significance: occur- 
ring in up to 6% of individuals in the general population, it may serve as the 
reservoir of bipolar genes, and perhaps of greatness in human societies. The 
stormy temperament of cyclothymic people, which often causes much 
suffering to themselves and their loved ones, nonetheless appears to be an 
important ingredient in creative pursuits in a variety of domains of life and 
art [117, 124-127]. 
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TABLE 1.8  Self-rated items loading heavily on the cyclothymic temperament in 
affectively ill outpatients (summarized from Akiskal et al [121]) 


.601 I constantly switch between being lively and sluggish 

.578 My mood often changes for no reason 

.564 My ability to think varies greatly from sharp to dull for no apparent reason 
.538 My mood and energy are either high or low, rarely in between 

.532 The way I see things is sometimes vivid, but at other times lifeless 

.514 I often feel tired for no reason 

.506 I get sudden shifts in mood and energy 

.504 I often start things and lose interest before finishing them 

.484 I often have a strong urge to do outrageous things 

445 I feel all emotions intensely 


Hyperthymia 


Little attention has been paid in the contemporary psychiatric literature 
to long-term adaptive traits of yet another temperament representing sub- 
threshold expression of the manic/hypomanic spectrum, i.e. hyperthymia 
[127]. Hyperthymic individuals are distinguished from patients with chronic 
mania, which is a psychotic disorder. They are distinguished from hypoman- 
ics because the latter typically manifest short-lived episodes distinct from the 
patient’s baseline. By contrast, hyperthymia is characterized by lifelong traits 
of upbeat, energy-driven, and overconfident disposition. This is in contrast to 
the constant mood swings of the cyclothymic. Our criteria for this trait 
hypomanic disposition, currently under investigation in an expanded ver- 
sion as part of TEMPS-A [121], are shown in Table 1.9. 

Hyperthymia received a brilliant description by Kurt Schneider, though 
he subsumed it under psychopathic personalities [128]. Most modern authors, 
e.g. Akiskal [127], Possl and von Zerssen [129], following Kraepelin, have 
defined it as a “manic” temperament. In effect, the defining attributes of 
hyperthymia represent a muted, highly adaptive, version of mania at the 
trait level. The contemporary literature (since 1966) is sparse on hyperthy- 
mia—barely 15 papers! Empirical studies among these are even more 
sparse. This might be due to the fact that these attributes represent the 
signature temperament of leaders and famous people and hence are not 
easily accessible for investigation. However, hyperthymic traits do precede 
manic episodes, and can be retrospectively examined. An excellent descrip- 
tion of the biographical features of this temperament—based on systematic 
chart review of manic patients in Munich—is provided by Possl and von 
Zerssen [129]: vivid, active, extraverted; verbally aggressive, self-assured; 
strong-willed; self-employed; risk-taking; sensation-seeking; breaking social 
norms; generous and spendthrift. 


22 BIPOLAR DISORDER 


TABLE 1.9 The hyperthymic temperament (expanded from Akiskal and 
Mallya [23]) 


Four or more of the following attributes, which are not episode-bound and constitute 
part of the habitual long-term functioning of the individual: 
e Upbeat and exuberant 

Articulate and jocular 

Self-reliant, confident, optimistic 

Versatile with broad interests 

Energetic—thrives on action 

Full of plans 

Habitual short sleeper 

High level of libido 

Uninhibited and novelty-seeking 

Over-involved and meddlesome 


Eckblad and Chapman [130] studied college students at the University of 
Wisconsin: 6% met lifetime criteria for hypomanic tendencies that, interest- 
ingly, were associated with occasional mini-depressive dips. Two other 
studies using the same instrument reported depressive states both in 
cross-section [131] and upon prospective follow-up [132]. In brief, despite 
its trait hyperthymic characteristics, this temperament does appear to pre- 
dispose to depression as well. In the Pisa—San Diego collaborative study 
[120], also conducted among students, 8% could be categorized as hyperthy- 
mic on the basis of the entire complement of seven persistent hypomanic 
traits from the original Akiskal—Mallya operational criteria [23]. 


The main evidence linking hyperthymia to the bipolar spectrum has come 
from the use of family history as an external validator [74]: major depressive 
patients who metat least five of seven of the hyperthymic attributes had rates 
of familial bipolarity significantly higher than strictly unipolar patients with- 
out these temperamental attributes, and from a familial perspective were 
indistinguishable from bipolar II patients. This study needs to be replicated 
with “blind” methodology. The possible inclusion of these “hyperthymic 
depressions” within the bipolar spectrum [22]—depending on the clinical 
sample and the number of hyperthymic items used for diagnosis—could 
shrink the unipolar depressive universe by 10-20% [74]. However, current 
data are uncertain about the boundary of hyperthymic temperament and 
normality. This temperament then, as currently measured, may be considered 
clinically relevant only in association with major depression [22, 23, 82]. 
Further psychometric characterization of hyperthymia will be important for 
both clinical and genetic research. 

Hyperthymia also appears relevant to the course of manic and depressive 
states [133-135]. When this temperament occurs in association with mania, the 
latter would often pursue a recurrent course. However, as further discussed in 
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the next section, when hyperthymic traits precede depressive states, they tend 
to colour the depression with “mixed” (hypomanic) features. 


BIPOLAR DEPRESSIVE PHASE AND MIXED STATES 
Depressive Phase 


Like mania, bipolar depression may manifest psychotic symptoms of usu- 
ally mood-congruent nature [16]. However, delusional and hallucinatory 
experiences are less common. Stupor, uncommonly observed today, repre- 
sents the most severe expression of the depressive phase of bipolar disorder. 
In the elderly, bipolar depression may present as a pseudodementia. ““Neur- 
astheniform’’ symptoms [32] with reverse vegetative signs De, “atypical 
depression” in the sense of DSM-IV) are more characteristic of juvenile 
bipolar depressives, particularly adolescents and young adult women. 

Psychomotor retardation, with or without hypersomnia, is generally con- 
sidered the hallmark of the uncomplicated depressive phase of bipolar 
disorder [136]. Onset and offset are often abrupt, though gradual onset 
over several weeks can also occur. Patients may recover into a free interval 
or switch directly into mania [137, 138]: switching into an excited phase is 
not infrequently associated with somatotherapy (e.g., ECT, sleep depriv- 
ation, and antidepressants). 

The characteristics which distinguish the depressive phase of bipolars 
from unipolars have been the subject of several prospective studies [31, 
32]. Table 1.10 lists the most useful predictors of bipolar I outcome. The 
composite profile of such a depressive is that of a young person (< 25 years 
old), with “loaded” affective family history—or at least one definite bipolar 
first-degree kin—who is psychomotor retarded, or psychotically depressed; 
in a woman the depressive psychosis can be purperal. Bipolar II switching is 
more complex, as it involves temperamental factors (and is to be discussed 
later in this chapter under the heading of bipolar II disorder). 


Depressive Mixed State 


5-10% of depressed patients switch to the opposite pole upon antidepres- 
sant treatment [139-141]. Other destabilizing factors, uncovered in pioneer- 
ing studies conducted by Himmelhoch et al [142], include cerebral factors 
and alcohol and drug abuse or withdrawal. The process can be acute or 
subacute and many patients develop a driven depression with psychomotor 
restlessness; they may be “stuck” for many months in a depressive phase 
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with severe anxiety and “hypomanic” admixtures such as marked irritabil- 
ity, tension, crowded thoughts and sexual arousal. 

Although neither DSM-IV nor ICD-10 specifically recognize a mixed de- 
pressive phase with few hypomanic and/or excitatory symptoms occurring 
during a full-blown depression—what Kraepelin had described as excited 
depression and depression with racing thoughts—these cases have been 
reported by several contemporary clinical observers [23, 46, 143-145]. Berner 
and colleagues from the Vienna school [146] have drawn attention to mixed 
states where a drive state opposite to that of the prevailing emotional dis- 
turbance develops, for instance sexual impulses in the setting of a clinical 
depression. Severe agitated depression with associated hypomania was de- 
scribed by Himmelhoch et al [143] as a variant of bipolar mixed states. 
Koukopoulos and Koukopoulos [46] have described intensely agitated de- 
pressions which they consider as forms of not unipolar, but bipolar depres- 
sive mixed states. Perugi et al [144] also identified such a mixed depressive 
syndrome. However, Swann et al [147] could not find sufficient evidence to 
classify agitated depression as a mixed state. The work of the present author 
[23] has revealed the existence of ambulatory depressive mixed states related 
to bipolar II disorder. These patients meet minimum criteria for a major 
depressive episode, plus intense activation in a variety of symptom domains 
brought about by overzealous prescription of antidepressants: dramatic ex- 
pressions of suffering; unrelenting dysphoria, irritability, and lability; psy- 
chomotor agitation against a background of retardation; extreme fatigue with 
racing thoughts; intense sexual excitement; free-floating anxiety, and panic 
attacks; as well as suicidal obsessions in a significant minority of cases. 
Finally, milder mixed states have been described by Benazzi [145] among 
bipolar II patients, involving irritability, distractability and racing thoughts. 

It has been suggested [148], in confirmation of Kraepelin’s conceptual- 
ization, that psychomotor retardation is the “signature” of bipolar depression. 


TABLE 1.10 Diagnostic performance of variables significantly 
associated with bipolar outcome in patients with major depression 
(summarized from Akiskal et al [32]) 


Sensitivity Specificity 
Variable (%) (%) 
Pharmacologic hypomania 32 100 
Bipolar family history 56 98 
Loaded pedigrees 32 95 
Hypersomnic-retarded depression 59 88 
Psychotic depression 42 85 
Postpartum onset 58 84 


Onset of depression before age 26 71 68 
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However, the foregoing considerations suggest that bipolar depression is 
not always of the retarded type; indeed, some degree of psychomotor 
restlessness or agitation is often present. Whether the latter should be 
taken as evidence of “mixity” is not universally agreed upon. In the clinical 
judgement of the present author, the nonrecognition of such a depressive 
mixed state as bipolar is tantamount to clinical disaster, as antidepressants 
are likely to aggravate it. 


Mixed Mania 


Mixed mania—commonly referred to as “dysphoric mania” [149]—is char- 
acterized by dysphorically excited moods, irritability, anger, panic attacks, 
pressured speech, agitation, suicidal crises, severe insomnia, grandiosity, 
hypersexuality, persecutory delusions and confusion. Severely psychotic 
mixed states are at risk for being misdiagnosed as schizoaffective. Defined 
as the simultaneous presence of depressive and hypo/manic symptoms, 
mixed states represented a major line of evidence for Kraepelin’s concept 
linking mania and depression. As reviewed earlier in the historical section 
of this chapter, for him the diagnosis of mixed episodes was justified if any 
elements from affective, psychomotor and cognitive domains were incon- 
gruent with the other two: for instance, anxious and depressive cognitions 
occurring during a manic episode. Kraepelin’s broad definition of mixed 
states is only partially reflected in ICD-10; DSM-IV, which requires full- 
fledged manic and syndromal depressive manifestations, is even more 
conservative. 

Unlike the relative paucity of research on the depressive phase of bipolar 
disorder, there has been a true renaissance [14, 86] during the past decade in 
characterizing bipolar mixed states in bipolar I disorder. It has been 
reported that an average of 40% of bipolar I patients develop a mixed 
state at some point during their illness course [86]. However, this mean 
rate reflects a great deal of inter-centre variability (14-67%), as data derive 
from diverse clinical and research settings. Moreover, there is no termino- 
logical uniformity in the literature, with a regrettable tendency to use such 
terms as “mixed state”, “mixed mania”, “depression during mania”, and 
“dysphoric mania” interchangeably. 

Despite the foregoing uncertainties, several consistent findings have 
emerged. Alcohol abuse and neuropsychiatric conditions are prevalent in 
mixed states [142]. Mixed states have been best characterized in female 
inpatients [133, 150, 151], often arising from a prior course of illness with 
more depressive than manic episodes and with a tendency to repeat over 
time, though this is based on retrospective examination. Family history is 
more often depressive than manic [150], and suicidal behaviour is a distinct 
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risk [152-154]. Confusion and psychotic features, including mood incongru- 
ence, are also common clinical presentations [144, 150, 151]. 

From a diagnostic standpoint, the most important consideration is the 
emerging international consensus that the DSM-IV threshold for syndromal 
depression during mania is too restrictive in the diagnosis of mixed mania 
[14, 133, 144, 155, 156]. Overall, the most compelling data comes from the 
French national EPIMAN study [133], which was conducted in four centres 
in France, involving over 105 patients. Semi-structured diagnostic inter- 
views were conducted based on the DSM-IV schema for mixed state, but 
with suspension of the arbitrary threshold of full syndromal depression, as 
recommended by McElroy et al [14]. Patients were extensively tested psy- 
chometrically, including the French version of the TEMPS-A [157]. They 
entered the study on the basis of meeting full criteria for index manic 
episodes. The rates for strictly defined DSM-IV mixed states were low, 
6.7%. But using a cutoff of two or more depressive symptoms, 37% could 
be characterized as dysphoric manic. As expected, these patients scored 
more than 10 on the modified Hamilton Rating Scale for Depression 
(HAM-D). Depressed mood and suicidal thoughts had the best predictive 
value for the diagnosis of mixed mania. Another important finding was that 
mixed manic patients, compared with those with pure mania, had a higher 
percentage of depressive temperamental traits. Such data suggest that 
mixed mania can be defined categorically by two or more depressive symp- 
toms, psychometrically on the basis of HAM-D > 10, or dimensionally on 
the basis of depressive temperamental traits (similar to long-standing dys- 
thymia). The latter had also been observed in our collaboration with Per- 
ugi’s clinical research team [144], supporting the present author’s 
hypothesis that mixed states are best conceived as a reversal of tempera- 
ment to its episode of opposite polarity [158]. In other words, dysphoric 
mania arises from the intrusion of a depressive temperament into a manic 
episode—stated differently, when mania is superimposed on a depressive 
temperament. 

There are no long-term studies of mixed mania examining prospectively 
the list of discriminatory depressive symptoms developed by McElroy [14]. 
Cassidy et al [159] have proposed a list which coheres with an emerging 
world literature [88] on a constellation of largely emotional-cognitive symp- 
toms as the most discriminatory (Table 1.11) and worthy of further investi- 
gation. McElroy et al [14] proposed a cut-off of > 3, Akiskal et al [133] > 2, 
and Swann et al [160] > 1 depressive symptoms in the midst of mania for the 
diagnosis of dysphoric mania. These are not mere nosologic exercises, 
because even one depressive symptom during mania has been reported to 
predict low response to lithium and good response to divalproex [160]. 
Mixed mania also appears to respond well to atypical antipsychotics such 
as olanzapine [161]. 
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TABLE 1.11 Discriminatory depressive signs and symptoms in the diagnosis of 
dysphoric mania (based on McElroy et al [14]; Bauer et al [155]; Cassidy et al [159]; 
Akiskal et al [133]) 


Depressed mood 

Irritability /hostility 

Mood lability 

Anhedonia 

Hopelessness /helplessness 
Suicidal ideation and/or attempt 
Guilt 

Fatigue 


BIPOLAR SUBTYPES AND THEIR VARIANTS 


Bipolar I Disorder 


Typically beginning in the teenage years, the 20s, or the 30s, the first episode 
of bipolar I disorder could be manic, depressive, or mixed [1, 88]. One 
common mode of onset is mild retarded depression, or hypersomnia, for a 
few weeks or months, which then often switches into a manic episode. In 
others, several depressive episodes occur before the first mania. It is not 
uncommon for the illness to be ushered with a severely psychotic manic 
episode that might present schizophreniform features. In a special subgroup 
the illness pursues a recurrent manic course [162, 163]. Lastly, Keller et al 
[164] have brought attention to patients whose course includes mixed/ 
cycling features which take longer to remit. 

Although the sex ratio is 1:1, men experience more manic episodes, and 
women more depressive and mixed episodes [1]. On average, manic epi- 
sodes predominate in youth and depressive episodes in later years [48]. A 
partial exception is the group of “secondary manias”, which usually occur 
in association with various cerebral, endocrine, and other systemic medical 
conditions later in life [165]. Irritable mood tends to prevail in secondary 
manias [166]. Family history for bipolar disorder, and recurrence or depres- 
sive switches, are unusual in these maniform states [165]. The latter features 
suggest that many such cases do not belong to bipolar I disorder. However, 
postpartum mania—often mixed or schizophreniform in nature—should, 
on the basis of family history and course, be probably classified under 
bipolar I disorder [167]. 

Dilsaver et al [168] and Cassidy et al [169] have recently described differ- 
ent cross-sectional subtypes within the larger manic population. We will not 
attempt to review this fascinating literature, which is still inconclusive, in 
part because there is virtually no data on the prospectively defined longitu- 
dinal stability of these subtypes. 
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Bipolar II Disorder 


These patients typically present with a major depressive episode, and upon 
further inquiry, history for hypomanic episodes is elicited [21]. Accurate 
diagnosis then depends on the vagaries of the patient’s memory and how 
rigorously the clinician pursues queries about hypomania—and, most im- 
portantly, whether relatives are available to respond to such queries. Other- 
wise, unless noted in the patient’s past psychiatric record, the examining 
psychiatrist may have little clue from the patient’s current depressive pre- 
sentation about the bipolar elements in the patient’s history. Accordingly, 
rates of bipolar II disorder were, until recently, underestimated. 

The under-diagnosis of bipolar II disorder due to failure to detect hypo- 
mania is of critical importance for both clinical practice and genetic investi- 
gations. There have been two signal methodological developments with 
respect to this question. The first is by Rice et al [170], who reported that 
although the reliability of the bipolar II disorder diagnosis was low, all such 
diagnoses occurred in pedigrees with bipolar disorder, suggesting that once 
hypomania was identified in association with major depressive disorder, it 
did carry major diagnostic weight. The other important methodological 
observation was made by Dunner and Tay [171], who found that clinicians 
specifically trained to recognize bipolar II disorder, far outperformed struc- 
tured instruments such as the Schedule for Affective Disorders and Schizo- 
phrenia (SADS) or the Structured Clinical Interview for DSM-III-R (SCID). 
Both methodologic points cohere with recommendations made earlier by 
the present author: documenting hypomania among subjects suspected of 
cyclothymia requires repeated expert interview at several points in time. 
Although these considerations go against the general tenets in the literature 
on structured interviewing, they are consistent in suggesting that the proper 
identification of bipolar II disorder requires a more sophisticated approach 
in diagnostic interviewing. Stated differently, because many bipolar II pa- 
tients have an underlying cyclothymic temperamental dysregulation [33, 
118, 119], their clinical presentations are varied and inconsistent and often 
prove confusing in cross-section. That is, they could present with cross- 
sectional features of atypical depression, and lifelong history of anxiety 
states, bulimia, substance abuse, and cluster B personality disorders [172]. 
Atypical depressive features are perhaps the most important clinical mar- 
kers for bipolar II disorder [173]. Indeed, a prospective study found that 
atypical depression often progressed to bipolar spectrum disorders [174]. 

Faced with patients with atypical depressive features as defined in DSM- 
IV, the clinician’s task is to identify a pattern of cyclic depressions with 
discrete hypomanic periods as the core underlying diagnosis behind varied 
comorbid manifestations. The affective dysregulation of bipolar II disorder 
extends beyond elation and depression, to include, among others, such 
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negative affective arousal states as panic, irritability, and mood lability [19, 
20, 33]. Although counterintuitive, such complex anxious bipolar cases 
appear to have a stronger genetic basis than bipolar II disorder without 
panic attacks [175]. 

Vieta et al [176] have succintly summarized the complexity of bipolar II 
disorder as follows: less severe in symptom intensity, but more severe in 
course. This would suggest that trait factors might underlie its special 
features. Analyses from the National Institute of Mental Health (NIMH) 
Collaborative Depression Study [33] on “unipolar” patients who switched 
to bipolar II disorder may shed further light on its defining trait character- 
istics. Of 559 patients with major depressive disorder at entry, 48 converted 
to bipolar II disorder during a prospective observation period of 11 years. At 
entry into the study, what characterized these “unipolar” converters to 
bipolar II disorder was early age at onset of first depression, recurrent 
depression, high rates of divorce or separation, high rates of scholastic 
and/or job maladjustment, isolated “antisocial acts”, drug abuse—in brief, 
a tempestuous biography. In addition, the index depressive episode was 
further characterized by such features as phobic anxiety, interpersonal 
sensitivity, obsessive-compulsive symptoms, somatization (with subpanic 
symptoms), worse in evening, self-pity, demandingness, subjective or overt 
anger, jealousy, suspiciousness, and ideas of reference—again testifying to a 
broad mélange of “atypical” depressive symptoms with “borderline” taint. 
Temperamental attributes obtained at index interview proved decisive 
(sensitivity = 91%) in identifying those who switched from depression to 
hypomania: these attributes consisted of trait “mood lability”, “energy- 
activity”, and “daydreaming” (all characteristic of Kretschmer’s description 
of the cyclothymic temperament). Mood lability was the most specific 
predictor (specificity = 86%) of which depressions will prospectively switch 
to bipolar II disorder. This study testifies to the fact that bipolar II disorder is 
a complex affective disorder with biographical instability deriving from an 
intense temperamental dysregulation. Mood lability—with rapid shifts, often in 
a depressive polarity—was the hallmark of “unipolar” patients who switched to 
bipolar II disorder. The foregoing characteristics revealed in a prospective 
study on a large clinical sample in five university centres provide a pattern 
recognition which clinicians can use in their diagnostic evaluation for ascer- 
taining bipolar II disorder diagnosis and its variants. It is noteworthy that 
conversion to bipolar I disorder was not predicted by any of the foregoing 
features, and supports the separation of bipolar II from bipolar I disorder 
within the clinical spectrum of bipolarity. 

The diagnosis of bipolar II disorder is crucial, not only because of its 
therapeutic implications, but also for prognostic reasons. Since the Dunner 
et al original report [21], the literature has supported the risk for high 
suicidality in this group of patients [177]. Some, perhaps many, “unipolar” 
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suicides are hidden bipolar II cases. It is of great public health significance 
not to miss the diagnosis of bipolar II disorder in patients presenting with 
major depression. During the past decade, a great deal of research has been 
conducted on the clinical prevalence of bipolar H disorder among patients 
presenting with major depression to various medical centres and clinics 
worldwide. What emerges is that from 27 to 65% of all patients with major 
depression conform to bipolar II disorder or its variants [22, 23, 71, 74, 86, 
114, 119, 125, 172, 178-180]. I wish to emphasize that the data are not limited 
to academic centres that specialize in mood disorders, but include at least 
two large outpatient psychiatric private practice settings [179,180]. Nor are 
these high rates limited to psychiatric settings; at least one such report has 
come from a family practice clinic [114]. Moreover, according to Simpson et 
al [80], bipolar II disorder may represent the most common phenotype of 
bipolar disorder. 

The French National EPIDEP study [119], based on a sample from a 
variety of clinical settings—private and public, inpatient and outpatient, 
academic and general psychiatric sector—have provided the most compel- 
ling data on the high prevalence of bipolar II disorder among patients with 
major depression. The main objective of this study was to assist practising 
psychiatrists in recognizing bipolarity in all of its varieties. The major 
finding was that at index interview 22% of patients with major depression 
could be diagnosed as bipolar II (based primarily on past history of hypo- 
mania in the records); a month later, upon re-interview, 40% of patients 
were diagnosed within the bipolar II spectrum on the basis of more in-depth 
evaluation and collateral information from significant others, as well as 
observed hypomania by the clinician. These data indicate that clinicians in 
diverse practice settings can be trained to recognize bipolar II disorder and 
its variants, leading to changes in diagnostic practice at the national, and by 
extension, international level. 


Bipolar III Disorder 


What about the diagnostic status of hypomania that becomes first manifest 
upon pharmacological challenge with antidepressants? Based in part on the 
contributions by Lewis and Winokur [181], Angst [182], and Kupfer et al 
[183], both DSM-IV and ICD-10 have denied bipolar legitimacy to these 
patients. This decision regrettably did not consider a more extensive litera- 
ture which existed before the publication of these manuals [31, 32, 184-187], 
and which favoured annexing this realm to the bipolar terrain. New reports 
[188-190] have been published since then. Mood stabilizers do not seem to 
fully prevent antidepressant-associated switches [191], though an adequate 
level of a mood stabilizer might be protective [192]. Antidepressant- 
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mobilized hypomanic episodes tend to be somewhat milder, less likely to 
occur with selective serotonin reuptake inhibitors (SSRIs) compared with 
tricyclics [140], and more euphoric with monoamine oxidase inhibitors than 
tricyclics, which are likely to induce more dysphoric hypomania [193]. How- 
ever, during prospective observation, nearly all adult patients with anti- 
depressant-associated hypomanic episodes progress months or years later 
to bipolar episodes with spontaneous hypomania or mania [32]; this is also 
true for adolescent depressives [31]. A return to Table 1.10, where the most 
sensitive and specific parameters in the prospective prediction of bipolar 
outcome are summarized, reveals that pharmacologically occasioned hypo- 
mania is the most specific. The data in the table further indicate that depres- 
sions with bipolar family history should be closely observed for eventual 
bipolar transformation. Systematic probing may also reveal spontaneous 
hypomanic excursions buried in the past history, which had been considered 
“normal” mood fluctuation. 

Antidepressant-associated hypomania is not limited to major depressions. 
It occurs in as many as a third of dysthymic patients [194,195], as well as in 
10-30% of social phobic, obsessive-compulsive, and panic disorders [20, 136]. 
This would suggest that soft bipolarity, in a significant minority of cases, may 
be ushered by panic attacks as well as socially anxious or obsessive inhibi- 
tions: switching on antidepressants may provide the first suggestive evi- 
dence for bipolarity in these patients. These clinical considerations, which 
require more extensive research validation, are of great significance in clin- 
ical practice. But the general principle that antidepressant-associated hypo- 
mania is indicative of a bipolar diathesis should no longer be in doubt. 


Rapid Cycling 


Rapid cycling bipolar patients, as defined in DSM-IV, experience a min- 
imum of four episodes (mania/hypomania and major depression) per year 
[196, 197]. They most frequently arise from a bipolar II terrain [198], and 
thus present with at least four alternating depressive-hypomanic cycles per 
year. As a result, these patients rarely have freedom from affective episodes 
during the rapid-cycling phase of their illness, which is usually dominated 
by depression. 

Rapid cycling lies along a continuum based on the duration of episodes 
which, by definition, must meet the symptom severity thresholds for 
mania/hypomania and depression. Rapid (>4/year), ultra-rapid (>4/ 
month), and ultradian (within a day) cycling patterns can be recognized 
clinically; they are distinguished from cyclothymic disorder which pursues 
a subthreshold course as far as symptoms are concerned. However, cyclothy- 
mia often precedes, and probably predisposes to, bipolar II rapid cycling. 
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In rapid cycling, the illness takes on a roller coaster course for both 
patient, family, and the physician. Such cycling appears to be on the rise 
[199]. Fortunately, it is a transient phase in the course of bipolar disorder: in 
2—4 years, most rapid cycling observed during naturalistic follow-up tends 
to return to a less cycling pattern [198]. Nonetheless, some authorities 
believe that rapid cycling may continue indefinitely [200]. Rapid cycling 
has been reported to occur in 13-56% of bipolar patients (see [201] for a 
review). The higher rates come from research institutions which specialize 
in refractory bipolar disorders; its prevalence is less than 20% in most 
studies. Risk factors discussed in the literature—but without unanimous 
agreement—include cyclothymic temperament, borderline hypothyroidism, 
and possibly excessive use of antidepressants. Although few doubt the role 
of female sex, a meta-analysis by Tondo and Baldessarini [202] found only 
modest association to female sex. Such discrepancies are likely due to 
methodologic differences in case definition and inclusion criteria. 

Rapid cycling is ordinarily a post hoc diagnosis. This may be another 
explanation for some of the discrepancies in the literature regarding risk 
factors. However, retrospective systematic analysis of large samples may 
minimize biased observations. Thus, Perugi et al [203], reporting on 320 
bipolar patients, have shown that bipolar illness with depression as the 
episode at onset is significantly more likely than manic and mixed state 
onsets to have developed rapid cycling, suicidal behaviour, and psychotic 
symptoms; mixed onsets, too, had high rates of suicide attempts, but 
differed from depressive onsets in having significantly more chronicity, 
yet negligible rates of rapid cycling. Because those with depressive onset 
had received significantly higher rates of antidepressant treatment, the 
findings lend indirect support to the hypothesis that antidepressants may 
have played a role in the induction of rapid cycling. It is impossible, 
however, to entirely rule out the alternative explanation that bipolar II 
disorder, which often forms the basis of rapid cycling, presented such 
difficulty in clinical management due to the complex anxious-depressive 
elements, that psychiatrists may have been “forced” out of desperation to 
overuse antidepressants! It is noteworthy that the Perugi study confirmed 
Himmelhoch’s [142] observation that rapid cycling was distinct from mixed 
states. However, in ultra-rapid cycling there may be considerable overlap 
with mixity. 


Bipolar Disorder Not Otherwise Classified 
This is a residual category in which ICD-10 places bipolar II disorder, and 


DSM-IV places what is beyond bipolar II disorder. Neither manual considers 
the existence of hyperthymic traits which could precede (or follow) depres- 
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sive episodes [23, 24]. It is also curious that hypomania/mania in associ- 
ation with antidepressant treatment is not even mentioned as a candidate 
for bipolar disorder not otherwise classified—it is simply voted out of 
existence! The intention of these august manuals is apparently to dump 
them among major depressive disorders. 

Other possible candidates on the edges of bipolarity include seasonal 
depressions without discernible hypomanic episodes, as well as other recur- 
rent depressions of abrupt onset and offset [71]. There also exist patients— 
about whom clinicians write [22]—with episodic obsessive-compulsive 
symptoms, periodic states of irritability, or acute suicidal crises in the 
absence of clear-cut affective symptoms; still others who experience cyclic 
neurasthenic or sleep complaints or severe brief recurrent depressions [22]. 
Lastly, McElroy et al [204] have drawn attention to the possible bipolar 
nature of some impulse-ridden behaviours such as those in the realm of 
aggression control, gambling and paraphilias. The foregoing conditions 
require further extensive studies before any link to bipolarity can be 
claimed. 


DISPUTED BOUNDARIES OF BIPOLARITY 


Until recently, compared to the UK, bipolar disorder was often misdiag- 
nosed as schizophrenia in the US [15, 16, 37]. We are aware of at least one 
data-based paper on this subject from another country [205]. Current data 
from the US [206] indicate that schizophrenia no longer tops the list in 
missed bipolar diagnoses. A national survey of the US Depressive and 
Manic-Depressive Association [207] recently revealed that disorders within 
the broader affective range—major depressive and comorbid anxiety dis- 
orders, and borderline personality with its affective tempests—precede for a 
decade bipolar diagnoses. This change may have occurred because schizo- 
phrenia in the US classification is now limited to a deteriorating disorder. 
On the other hand, the concept of depressive disorders in DSM-IV (as well 
as in ICD-10) appears over-inclusive, in part reflecting the contemporaneous 
revolution in antidepressant development. By contrast, bipolar II variants 
with brief (< 4 days) hypomanic episodes and depressive mixed states 
(isolated hypomanic symptoms intruding into depressive states) are not 
officially recognized; also the boundaries between cyclothymic mood 
swings and borderline mood lability have not been clarified in these 
manuals. 

The overinclusive boundaries of bipolar disorder discussed in this chap- 
ter in part reflect the clinical judgement of investigators that depressed 
patients with soft pre-bipolar indicators will be spared the risk of anti- 
depressant treatment with its attendant cycle acceleration and possible 
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chronicization [22, 208]. Such clinical logic is also predicated on the premise 
that the increasing availability of mood stabilizers beyond lithium might be 
beneficial for bipolar patients beyond classic mania. This is not a new 
phenomenon: the introduction of chlorpromazine in 1952 [209] and lithium 
salts in the 1960s [210] were considered major factors in changing diagnostic 
practice in North America. 

Although biological markers such as the dexamethasone suppression test 
and the thyrotropin-releasing hormone (TRH)/thyroid-stimulating hor- 
mone (TSH) test have been reported to distinguish bipolar from unipolar 
disorder [211-213], they have not been shown to be useful in routine 
practice. Faced with subthreshold, unusual or confusing bipolar and comor- 
bid presentations, a systematic clinical approach is still the only valid 
method in differential diagnosis: a) to characterize in great detail all the 
clinical features of the current episode; b) to elicit a history of more typical 
manic/hypomanic episodes in the past; c) to assess whether the presenting 
complaints recur in a periodic or cyclical fashion; d) to substantiate the 
adequacy of social functioning between periods of illness; e) to construct a 
family pedigree; f) to document switching on an antidepressant, and to 
obtain history of unequivocal therapeutic response to mood-stabilizing 
medication or electroconvulsive therapy in either the patient or the family. 

Using the foregoing validating approach, it is possible to examine the 
bipolar links of many DSM-IV disorders, such as schizophrenic and schi- 
zoaffective psychoses, borderline personality disorder, impulse-control dis- 
orders (e.g., kleptomania, gambling), polysubstance abuse, dipsomania, 
circadian rhythm sleep disorder (delayed sleep phase type), and bulimia 
nervosa. Notably, those conditions exhibit selected bipolar features, such as 
cyclicity, circadian patterns, disinhibited behaviour, temperamentality, 
mood lability, and impulsive behaviour. However, solid evidence linking 
the foregoing to the bipolar spectrum is presently lacking. The relationship 
of depressive disorders to the bipolar spectrum has been documented 
throughout this chapter. Our thesis has been that the depressive pole of 
bipolarity—and its varied expressions—have been relatively neglected in 
both the official diagnostic system and in the research literature. In this 
section we briefly examine the differential diagnosis of bipolar disorder 
from its closest three neighbours, which present the greatest challenge in 
clinical practice. 


Schizoaffective Disorder 
Although current molecular genetic data have revealed intriguing links 


between some forms of schizophrenia and bipolar disorder [214], circa 
2001, their clinical differentiation does not seem to pose as much trouble 
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as in the past. Clinical differentiation of bipolar disorder from schizoaffec- 
tive disorder is another matter. 

According to ICD-10, the concept of schizoaffective disorder should be 
restricted to recurrent psychoses with full affective and schizophrenic 
symptoms occurring nearly simultaneously during each episode. Research 
by the present author [16] has shown that such a diagnosis should not be 
considered in a bipolar psychosis where mood-incongruent psychotic fea- 
tures can be explained on the basis of one of the following: a) affective 
psychosis superimposed on mental retardation, giving rise to extremely 
hyperactive and bizarre manic behaviour; b) affective psychosis compli- 
cated by concurrent cerebral disease, substance abuse, or substance with- 
drawal, all of which are known to give rise to numerous Schneiderian 
symptoms; c) mixed episodes of bipolar disorder, which are notorious for 
signs and symptoms of protracted psychotic disorganization. 

In DSM-IV, the rubric of “schizoaffective disorder” is used more broadly 
than that in ICD-10. Thus, patients with manic episodes will receive a 
schizoaffective diagnosis if delusions or hallucinations occur in the inter- 
episodic period in the absence of prominent affective symptoms. As dis- 
cussed earlier, many psychotic symptoms in bipolar disorders are of an 
explanatory nature, whereby the patient tries to make sense of the core 
experiences of the manic excitement. Such explanatory delusional process 
can be carried over into the interepisodic period. These patients would 
thereby be delusional in the absence of prominent mood symptoms and, 
technically (that is, by DSM-IV criteria), might be considered schizoaffec- 
tive. Taylor and Amir [215] have suggested that greater emphasis be placed 
on Bleulerian signs—formal thought disorder and affective blunting— 
rather than the mood-incongruent positive features in the interepisodic 
period emphasized in DSM-IV. The more serious problem with the DSM- 
IV schizoaffective construct is that it has very low reliability [216]. Full 
discussion of this subject [217] is beyond the scope of this chapter. Suffice 
it to say that while schizodepressive patients are heterogeneous (many of 
them are more allied with schizophrenia), schizobipolar patients [218, 219] 
can more confidently be assigned to the psychotic end of the bipolar spec- 
trum. 


Borderline Personality Disorder 


There is a great deal of confusion in clinical psychiatry today concerning the 
boundaries between bipolar II disorder, cyclothymic disorder and border- 
line personality disorder. Such individuals also often use various sub- 
stances, which further complicates their diagnostic status. Although much 
has been written from either personality disorder [220] or mood disorder 
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perspectives [221], definitive studies to convince the opposite groups are 
lacking or what has been published is conflicting. In the present author’s 
clinical judgement, conceptualizing borderline conditions as belonging to 
the bipolar spectrum has the advantage that it opens therapeutic opportun- 
ities for them. 

The diagnosis of borderline personality disorder is usually applied to 
teenage and young adult females with labile emotionality of particularly 
hostile nature. Indeed the DSM-IV diagnostic criteria for the disorder indi- 
cate a liberal mélange of low-grade affective symptoms and behaviour. The 
overlap between borderline personality and bipolar II disorder is extensive, 
e.g., affective instability and impulsivity, disinhibition on antidepressants, 
familial bipolarity [221], such that giving a “borderline” diagnosis to a 
person with mood disorder is often redundant. Mood lability is not unique 
to borderline personality disorder: it is also a prospectively validated trait 
characteristic of bipolar II disorder [33]. When personality disorder diag- 
noses are used, they may lead to neglect of the bipolar disorder, resulting in 
half-hearted treatment of the affective component; failure to respond would 
then be blamed on the patient’s “self-defeating character” and/or ‘‘resist- 
ance” to get well, thereby blaming the patient and exculpating the clinician. 

Although more systematic research needs to be done on the complex 
interface of borderline and soft bipolar disorders, clinically they are often 
inseparable. It is generally preferable to diagnose mood disorders at the 
expense of personality disorders, which should not be difficult to justify in 
most cases where the validating strategies outlined earlier are satisfied. When 
features of both borderline and bipolar spectrum disorders coexist, it is good 
practice to defer the axis II diagnosis, and embark upon competent treatment 
of the presenting bipolar disorder. Although not all personality disturbances 
recede with the competent treatment of the affective disorder, so many 
experienced clinicians have seen such disturbances improve [222] or even 
melt away [223] with the successful resolution of the bipolar disorder that 
erring in favor of bipolar spectrum diagnoses is justified on clinical grounds. 


Alcohol and Substance Use Disorders 


The very high comorbidity of these disorders with the bipolar spectrum 
cannot be explained away as the chance occurrence of two prevalent dis- 
orders [96, 224, 225]. This is particularly true for the high lifetime co- 
occurrence of bipolarity and alcohol abuse. Self-medication for subthreshold 
bipolar symptoms is insufficiently appreciated by both psychiatrists and 
substance use disorder experts. Whereas stimulants can be used to enhance 
hypomania [110, 226-228], alcohol can both enhance or calm down excited 
mood states. The present author believes that a modest amount of daily 
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alcohol may have some therapeutic value in a subgroup of bipolar patients. 
This can perhaps be inferred from the fact that bipolar disorder following 
alcohol abuse usually manifests a decade later than bipolar disorder without 
such abuse [97]; however, one cannot rule out the possibility that the 
protracted use of alcohol may have played a formative influence on the 
bipolar disorder in such cases. Given the clinical dangers of missing an 
otherwise treatable disorder, bipolar disorder should be given serious con- 
sideration as the primary diagnosis if marked bipolar manifestations con- 
tinue one month after the period of detoxification. According to Winokur et 
al [97], family history of mania can further buttress a bipolar diagnosis in 
such situations: indeed, alcohol, stimulant abuse and mania are often uni- 
lineal in such families. 

The DSM-IV category of alcohol or substance-induced mood disorder is 
difficult to validate clinically because, in the absence of an affective diath- 
esis, detoxification should, in principle, rapidly clear affective disturbances 
occurring in persons who abuse substances. Erring in favour of underlying 
bipolar spectrum diagnoses opens the door for the potential therapeutic 
benefit of mood-stabilizing anticonvulsants. This is not to say that the 
scientific literature provides stronger endorsement to the self-medication 
hypothesis [17] over competing hypotheses. Actually, the hypothesis that 
the two sets of disorders might share a common diathesis is perhaps more 
appealing from a scientific perspective. The present author submits that, in 
practice, certain classes of anticonvulsants represent rational choices in 
addressing drug withdrawal, destabilization due to kindling, and the desta- 
bilization inherent to bipolar mood swings [229]. This clinical opinion, 
though perhaps not fully defensible on the merits of the available evidence, 
is pragmatic in routine clinical practice. 


SUMMARY 
Consistent Evidence 


The weight of the reviewed evidence indicates that bipolar disorder is 
broader than what is included in DSM-IV and ICD-10. It ranges from 
psychotic extremes to attenuated forms that manifest at the level of dis- 
ordered temperament. It includes: 


e Bipolar I disorder. Manic episodes with or without major depression can 
escalate to extremely psychotic expressions, including mood-incongru- 
ent and/or schizobipolar forms. 

e Bipolar II disorder. Recurrent major depressions associated with 
spontaneous hypomania may represent the most common phenotype 
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of bipolar disorder. Current data indicate that the modal duration of 
hypomanic episodes is two days. 

Cyclothymic depression. These are major depressive episodes superim- 
posed on cyclothymic and/or trait mood lability, representing a common 
variant of bipolar II disorder with tempestuous course. 

Bipolar III disorder. As for clinically depressed patients who experience 
hypomania during antidepressant treatment (sometimes referred to as 
bipolar III), the evidence from US studies as well as those conducted in 
Europe is nearly unanimous in supporting bipolar spectrum status for 
these patients. 

Rapid cycling. This represents a transient phase in the course of bipolar, 
especially bipolar II, disorder which occurs in up to 20% of patients. 
Mixed states. These states, the most extensively studied of which are the 
dysphoric manias, occur in the course of an average of 40% of bipolar 
patients. Current international consensus indicates that they do not need 
to have the full constellation of depressive symptoms. Two or more 
depressive symptoms appear sufficient in imparting mixed state status 
to mania. 


Incomplete Evidence 


Depressive mixed states. Although Kraepelin had included slight hypo- 
manic intrusions into depressive episodes in his rubric of mixed states, 
they have commanded insufficient research interest. Nonetheless, there 
is increasing evidence that depressions with several excitatory phenom- 
ena (such as intense panic, mood lability, hostility, agitation, crowded 
thoughts, sexual arousal and restlessness) represent an excited or agi- 
tated depression that conforms to Kraepelin’s concept of mixed state. 
Alcohol, stimulants, and antidepressants are implicated in their genesis. 
Their bipolar status should be further clarified, because they may be 
mistakenly regarded as anxious or resistant depressions, thereby expos- 
ing them to the risk of even greater destabilization by one antidepressant 
trial after another. 

Hyperthymic depression. This rubric too has received insufficient clinical 
attention. Nonetheless, it has been suggested that clinically depressed 
patients with lifelong traits of cheerful disposition, high drive and 
energy, and overconfidence do belong to the soft bipolar spectrum 
based on family history for bipolar disorder. Also, such depressions are 
likely to be destabilized by antidepressants. 

Recurrent brief hypomania. This prevalent condition, often “comorbid” 
with recurrent brief depression and major depression, seems to represent 
the subthreshold terrain of cyclothymic and bipolar II disorders. Hence 
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its public health significance and the consequent need for wider recogni- 
tion and research in this epidemiologic terrain. 

e Driven dysthymia. It would be also relevant to mention that, among 
dysthymic subjects characterized by brooding and low confidence, 
there exist some driven individuals who might be mobilized by anti- 
depressants, particularly SSRIs, into short-lived hypomanic states and 
sometimes protracted hyperthymia. Family history is often bipolar in 
these individuals. They might be considered a putative sub-bipolar 
dysthymic subtype within the soft bipolar spectrum. 


Areas Still Open to Research 


e Borderline personality disorder. Patients within the soft bipolar spectrum, 
especially when recurrence rate is high and the interepisodic period is not 
free of affective manifestations, often meet criteria for Axis II cluster B 
personality disorders. This is particularly true for bipolar II disorder 
arising from a cyclothymic baseline. In view of their extreme mood 
lability—especially when pursuing subacute or chronic course—these 
patients are often misclassified as borderline personality disorder. Treat- 
ment considerations suggest that, in the presence of prominent affective 
symptoms of bipolar nature, a bipolar spectrum diagnosis should per- 
haps have precedence over Axis II disorders. Actually, subthreshold 
mood lability has been prospectively validated as a sensitive and specific 
predictor of bipolar H outcome. More work along these lines is necessary 
to sway the personality disorder-centric view of this interphase. 

e Prominent mood swings associated with alcohol and substance 
abuse. Substance—and especially alcohol—abuse is highly comorbid 
across the entire spectrum of bipolar disorders. In DSM-IV, so-called 
alcohol and/or substance-induced mood disorders have been given an 
exaggerated preferential status over bipolar spectrum diagnoses. It is not 
uncommon at all for mood swings to persist following detoxification, 
suggesting that these disorders may have much in common with bipolar 
spectrum conditions such as recurrent brief hypomania, cyclothymia, or 
hyperthymia. This is a fertile clinical area in search of investigators with 
the requisite will to measure bipolarity broadly across different patterns 
of alcohol and substance use, abuse, and addiction. The author hypothe- 
sizes that molecular genetics may ultimately reveal genes common to 
these disorders—bridging them via some temperamental dimensions 
along novelty-seeking, impulsivity or cyclothymic lines. 

e The future. Table 1.12 provides a summary of all conventional and 
putative diagnostic subtypes for which plausible data exists for inclusion 
within a broadly conceived bipolar spectrum proposal by myself and 
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TABLE 1.12 A proposed broad spectrum of bipolar disorders (modified from 


A 


kiskal and Pinto [22]) 


Bipolar %: Schizobipolar disorder 

Bipolar I: Manic-depressive illness 

Bipolar I 4: Depression with protracted hypomania 

Bipolar II: Depression with spontaneous discrete hypomanic episodes 
Bipolar II 4: Depression superimposed on cyclothymia 

Bipolar III: Depression plus hypomania occurring in association with 
antidepressant or other somatic treatment 

Bipolar III ¥: Prominent mood swings in association with substance and/or 
alcohol (ab)use 

Bipolar IV: Depression superimposed on hyperthymia 


Olavo Pinto [22]. The classification is offered for its heuristic value in that 
it combines both categorical (prototypical) and dimensional (spectrum) 
conceptualizations. To avoid burdening the diagnostic schema with 
undue complexity, considerations of comorbidity, mixity and rapid 
cycling have been left out of this proposed classification. However, it is 
easy to see that rapid cycling pertains primarily to bipolar II, II 4 and 
HI A while mixity in its broadest sense applies to the entire spectrum. 
Obviously the proposed expansion of the bipolar spectrum will require a 
great deal of more systematic research during the coming decade. Shared 
oligogenic inheritance might ultimately provide answers to boundary 
problems within and on the boundaries of the bipolar spectrum. 


The justification for such subthreshold expansions of bipolarity for defin- 


ing “dilute” yet complex phenotypes is for future genetic investigation, as 
well as in the service of public health. Such lowering of illness boundaries is 
happening in diabetes mellitus type II as well as in hypertension. However, 


in 


sp 


psychiatry, we have just begun to develop instruments to detect bipolar 
ectrum disorders. The search for genetic markers needs to somehow 


consider the broader phenotypes discussed herein. The pursuit of such 
work—whether diagnostic, psychometric or molecular genetic—is also of 
paramount importance in early detection of bipolar disorder in juvenile 
subjects and in the offspring of bipolar parents. 
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Commentaries 


1.1 
Terminology, History and Definition of Bipolar Spectrum 


Jules Angst’ 


Hagop Akiskal has written a masterly review on bipolar disorder, which 
amply illustrates Heracleitus’ view that all things are in a state of flux. 

This volume of the World Psychiatric Association is devoted to bipolar 
disorders, making the history of the term and concept of central interest. The 
terms “unipolar” and “bipolar” disorder were coined by Karl Kleist [1] and 
were taken over by his pupils Neele [2] and Leonhard [3]. Apart from 
manic-depressive (circular) disorders, Kleist and Leonhard’s bipolar con- 
cept included the three atypical (cycloid) psychoses. It is important to note 
that they classified both mania and melancholia as “homonomic” [4], “uni- 
polar” [1, 2] or “monopolar” [3] disorders: in other words, the bipolar 
concept of the Kleist-Leonhard school excluded mania. Moreover, Kleist 
and Leonhard assumed the genetic load in monopolar disorders to be much 
lower than in bipolar disorders, as shown by the monographs of Neele 
[2] and Leonhard [3]. Kleist and Neele saw bipolar disorders as being a 
combination of the monopolar forms with a special affinity [5]. Leonhard 
himself did not follow Kleist completely; he accepted the existence of 
monopolar and bipolar (manic-depressive) disorders and positioned him- 
self between Kleist and Kraepelin, who rejected the dichotomy of mono- 
polar and bipolar disorders [5]. 

The term “unipolar depression” was redefined by Perris [6] as recurrent 
depression with a minimum of three depressive episodes; the purpose was as 
far as possible to exclude hidden bipolar disorders; the underlying assump- 
tion could not be confirmed, because highly recurrent depression is particu- 
larly at risk of a diagnostic change into bipolar illness [7]. The term “unipolar 
depression” was later used more broadly to mean non-bipolar depression. 

The modern bipolar concept originates in the monographs of Angst [8], 
Perris [5], and Winokur et al [9]; it includes mania without depression, but it 
excludes the cycloid psychoses of Kleist and Leonhard. The three mono- 
graphs differed very widely in their conclusions as to the overall morbidity 
risk among first-degree relatives. However, all three studies demonstrated 
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that there was a qualitative difference between bipolar disorder and depres- 
sion, showing that a significant bipolar morbid risk was present only in the 
families of bipolar probands and not in the families of their depressive 
counterparts. 

Whether mania really belongs to bipolar disorder is still a matter of 
debate; pure mania has a very low prevalence rate, although Kraepelin 
found it to be very frequent in Java. Every failure to obtain full information 
favours the diagnosis of a pure case; retrospective diagnoses are suspect. 

Hagop Akiskal is an advocate of a broad spectrum concept of bipolar 
disorders, and in my view he is right. Psychiatric research into bipolar ill- 
ness, including modern drug trials, continues to be dominated by studies on 
mania, which characterizes the most severe expression of the spectrum, but 
bipolar I disorder is no more prevalent than schizophrenia. There is rela- 
tively little research into bipolar II disorder and the wider spectrum, al- 
though in general practice and in the community bipolar II is probably five 
to 10 times more prevalent than bipolar I disorder. 

The operational definition of the bipolar spectrum remains a knotty 
problem: What are the minimum requirements for a hypomanic syndrome, 
as determined from good data rather than the agreement of experts? What 
are the necessary symptoms and their minimum duration? Is the two days’ 
minimum duration not too long? Is a case of ultrarapid cycling over months 
or years (24 hours depressed, 24 hours manic) only classified as bipolar after 
two years if it meets criteria of cyclothymia? How do we classify patients 
with major depression and brief hypomania of only one day’s duration if it 
can be shown that subjects with one-day hypomania have the same positive 
family history for mania as DSM-IV hypomanics? Are there cases who 
manifest depression in the morning and hypomania in the evening, thereby 
failing even to meet a criterion of hypomania of one day’s duration? Is the 
DSM-IV criterion of “clinically significant distress and impairment” applic- 
able to hypomania? If there is “distress”, is it not felt more by significant 
others than by the subjects manifesting hypomania themselves? Is hypo- 
mania always pathological? Can it not also be beneficial? Is hyperthymia 
chronic hypomania? Is cyclothymia—defined as a more chronic cycling 
state by analogy with dysthymia—a useful concept? 

It is clear that the spectrum concept has raised more questions than it 
answers, which demonstrates its heuristic value. All things are indeed in a 
state of flux. 
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1.2 
Toward an Expansion of Bipolar Disorders in DSM-V 


David L. Dunner! 


The work group for mood disorders in DSM-IV and the group developing 
the ICD-10 classification for mood disorders expanded the concept of bipo- 
lar disorders to include bipolar II disorder and rapid cycling into the 
nomenclature. These two additions were based, at least from the DSM-IV 
perspective, on sufficient data to warrant their inclusion in the nomencla- 
ture. A multi-site data re-analysis was performed to provide validity for the 
inclusion of rapid cycling [1]. The validity was demonstrated by noting a 
change in gender frequency as episode frequency increased in bipolar 
patients. The inclusion of bipolar II disorder was based on a review of the 
literature involving clinical description, family studies, longitudinal course, 
biological factors and familial factors differentiating this condition from 
other forms of bipolar/unipolar disorders [2]. 

Hagop Akiskal comments that the criterion of four days or longer for 
hypomania seems too stringent. This criterion was actually determined by 
the ICD-10 committee and accepted by DSM-IV. There were no data pro- 
vided to determine the proper duration of a hypomanic episode for its 
inclusion. ICD-10 planners indeed determined that a hypomanic episode 
would be four days or longer in duration. 
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Akiskal notes quite correctly that there are still undefined affective con- 
ditions lying between the unipolar/bipolar distinction. These vary from 
individuals who are chronically hypomanic with brief depressive periods 
to unipolar patients found among relatives of bipolar probands. The 
Akiskal—Mallya proposal for a “soft bipolar spectrum” is presented in the 
review. Interestingly, support for broadening the concept of bipolar dis- 
order comes from a series of international studies and enjoys a considerable 
database, particularly from the French National Collaborative Study and the 
Pisa-Memphis Collaborative Study. 

Clearly, patients encountered in clinical and research settings have a 
greater degree of “spectrum” disorders than are permitted by the current 
classification systems. Are they all to be considered “bipolar, not otherwise 
specified” or can meaningful distinctions be made among patients in order 
to be more specific regarding their classification and perhaps treatment 
options? 

The thrust of Akiskal’s paper is descriptive. He describes the nuances of 
clinical features of the current bipolar disorders (bipolar I and bipolar ID as 
well as proposing expansion of the concept of bipolar disorder toward his 
proposed spectrum concept. This is an elegant and erudite argument. 
Whether it will carry the day with the planners for DSM-V and ICD-11 is 
unclear at this time. 

It is my opinion that a few rather glaring problems persist in the DSM-IV 
regarding the classification of bipolar disorder. First of all, is the concept of 
mixed mania and its differentiation from rapid cycling and cyclothymic dis- 
order. These terms are frequently used interchangeably and interestingly 
there are increasing numbers of patients in clinical settings who have dys- 
phoric manic episodes. Whether this is the result of prior history of substance 
abuse, which was less likely to occur 30 years ago, or whether such patients are 
presenting more to academic medical centres because of treatment resistance 
is not entirely clear. However, clarification of the concept of mixed mania 
would seem to be a useful endeavour for the DSM-V/ICD-11 planners. 

The second area has to do with treatment-induced hypomania. Currently 
patients who are depressed and become hypomanic in response to treat- 
ment are classified as major depression with (antidepressant) induced hypo- 
mania. This classification ignores the fact that many patients with bipolar 
disorder go through phasic cycles with mania or hypomania preceded by 
depressive states. Thus, the natural history of their disorder is to have a 
switch from depression to an elevated mood state. Why such patients were 
not considered bipolar in the DSM-IV/ICD-10 is unclear. However, data to 
clarify this point would seem to be an important contribution to the plan- 
ners for the next nomenclature. 

The third area which is highlighted by Akiskal’s paper is the relationship 
of bipolar mood states to personality disorders and clarification of what is 
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truly in the bipolar spectrum and what may not be. Data regarding this 
issue would be of considerable importance to our field. 
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1.3 
Narrowing and Broadening Diagnostic Criteria for Bipolar Disorder: 
Competing Demands of Research and Clinical Practice 


Stephen M. Strakowski! 


Like most psychiatric, and many medical disorders, the diagnosis of a 
bipolar disorder remains fixed to clinical evaluation, symptom recognition 
and syndrome definition. Hagop Akiskal provides a comprehensive review 
of the evolution of this diagnosis during the previous two millennia, par- 
ticularly the most recent 100 years. Additionally, he proposes a spectrum of 
bipolar disorders that incorporates broader coverage into primarily depres- 
sive states that have typically been included under the rubric of unipolar 
depression. 

In the struggle to identify meaningful psychiatric diagnoses, two often 
competing demands infringe upon the effort. The first of these is the need to 
develop useful, pragmatic illness descriptions that permit clinicians to label 
the wide variety of patients that they face each day in their offices. Broad 
diagnostic guidelines serve the role of helping clinicians develop an initial 
treatment plan for the many different patients that they see. These diagnos- 
tic guidelines are most useful if they help clinicians identify a therapy that is 
more likely to be helpful than harmful in the treatment of a given patient. In 
this context, a broad spectrum approach to bipolar disorder is useful in 
order to maximize identification of patients who may benefit from mood 
stabilizers, yet be at risk if mis-labelled and assigned antidepressants (al- 
though the risk of antidepressants, particularly for “soft spectrum” bipolar 
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conditions, remains incompletely defined) [1]. In such a plan it is preferable 
to expose unipolar depressed patients to mood stabilizers (which are not 
likely to be directly harmful and may even be beneficial) than bipolar 
patients to antidepressants. Within a purely clinical context, then, broaden- 
ing diagnostic considerations in such a way that maximizes therapeutic 
options while minimizing risks is the most appropriate approach. 

An often competing demand, however, is to narrow the diagnostic criteria 
of a patient sample in order to identify a more homogeneous patient group 
for biological study. Indeed, in order to develop external validators, neuro- 
biological studies of patients with bipolar disorders are, of course, critical. 
As described by Feighner and colleagues in 1972 [2], in order to advance the 
study of many psychiatric conditions, narrowly defined patient groups are 
needed, and criteria that create these patient groups are critical. As an 
example, neuroimaging provides the most direct means to study human 
brain dysfunction in vivo and, in so doing, potentially define the neurophy- 
siologic substrate of this condition. However, it has been difficult to repli- 
cate many neuroimaging studies in bipolar disorder [3]. We have recently 
examined this difficulty in our own data sets and found that failure to 
replicate appears strongly associated with the clinical and demographic 
constitution of the patient (and healthy comparison) groups [4]. Addition- 
ally, Drevets et al [5] recently demonstrated that by studying a narrowly 
defined group of familial depressives and bipolar patients, they were able to 
identify biological differences (using functional imaging) from healthy sub- 
jects that seem to have a histopathological basis [6] and have been replicated 
by others using a similar, narrow approach [7]. Of course, results from these 
narrowly defined patient groups will not generalize to all patients that 
clinicians treat, nor is this intended. The results will, however, help advance 
our understanding of the neurobiological substrates of these conditions 
which may then identify external validators of clinical types. Much of the 
quandary that criteria sets like DSM-IV and its predecessors have encoun- 
tered has been the result of these sets evolving from research tools (in which 
narrowly defined criteria were the goal) into broad clinical application 
without accompanying external validation. 

Akiskal’s spectrum provides one solution to the competing needs be- 
tween the clinical and research worlds. Specifically, by identifying sub- 
groups within a broader definition, the researcher has a narrower patient 
population to permit more homogeneous samples, while the clinician has a 
broader umbrella to permit a starting point in treatment development. 
Ultimately, these symptom-based nosologies are only as valuable as they 
are useful for guiding patient treatment, diagnosis or prognosis. Over time, 
then, this spectrum can be validated, discarded, or moved under other 
major diagnostic headings by rigorously applying external validators, 
such as common neuroimaging abnormalities, shared genetic patterns, or 
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predictable treatment response. In order for this to occur, however, these 
criteria will have to remain unmodified long enough to permit this research 
to actually occur, a recurring problem with the ever changing DSM system. 
Otherwise, the evolution of the diagnosis of bipolar disorder will persist 
indefinitely, to no useful end. 
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1.4 
Is Phenomenological Dissection for Bipolar Disorders Spectrum 
Possible? 


Samuel Gershon’ and Joseph Levine? 


Hagop Akiskal’s review stresses the breadth and scope of the clinical 
picture involved in an inclusive spectrum view of bipolar disorders. Which- 
ever perspective of this view one wishes to focus upon, the importance of 
the issues and questions described is undeniable. Such an inclusive view of 
bipolar spectrum poses an array of questions including: a) What is the scope 
of signs, symptoms and behaviours that ought to be taken into consideration 
(i.e., should it include behavioural patterns associated with certain person- 
ality traits or disorders?); b) How does one label certain constellations of 
behaviours as psychopathological and others as a normal variant in the 
population?; c) What is the nature of the criteria needed for a dissection of 
a given psychopathological phenomenological field (i.e., bipolar spectrum) 
into illness subgroups? In this regard, one asks whether course of illness, 
patterns of inheritance and treatment response are appropriate and suffi- 
cient tools for such dissection. 

The answers to these questions are vital for such a phenomenological 
dissection. 

As to the last question, it seems to us that solid pathophysiological and 
etiological data is necessary for the task of dissecting a suggested disorder/s 
spectrum into valid subgroups. However, with deficient knowledge as to 
the underlying pathophysiology and/or etiology of bipolar disorders at this 
time, one may use course of illness, patterns of inheritance and treatment 
response as dissecting tools. Once a spectrum is ordered into groups and/or 
subgroups, such subgroups may be researched for their shared and un- 
shared pathophysiology. 

Regrettably, there is a current lack of such research for several groups of 
the proposed bipolar spectrum (i.e., bipolar disorders II y ; II; 11% and IV), 
and only few biological research studies comparing bipolar I and II. There- 
fore, it seems to us premature to conclude that a spectrum view with its 
proposed groups (subgroups) should be accepted, or refuted. 

What about the scope of the psychopathological phenomenological field? 
It is clear that in the extreme, unipolar and bipolar disorders are dis- 
criminable clinically and familiarly, however, many observations have 
shown areas of overlap. There is data suggesting that there is overlap 
between anxiety and depressive disorders and recently Akiskal [1] stated 
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that “clinical observations have revealed complex associations between 
anxiety and bipolar disorders”. These data suggest that the scope of the 
phenomenological field to be taken into consideration for a dissection into 
different disorders or subgroups may be even broader. And such suggestions 
do not consider the overlap between the schizophrenic spectrum and 
the affective spectrum manifested in the diagnosis of schizoaffective dis- 
order. 

Next, one may ask what is the potential importance of the spectrum 
view of bipolar illness to psychopharmacologic interventions and the 
shaping or modification of course of bipolar illness by pharmacological 
treatment. 

As to the importance of the specific bipolar spectrum groups or sub- 
groups presented by Akiskal in regard to biological treatment, much has 
still to be done. It is not clear enough whether bipolar II %y HL HI), and IV 
should be treated with mood stabilizers or whether they respond similarly 
to other pharmacological treatments as bipolar II and I disorders. Also, 
certain psychotropics, mainly antidepressant drugs, have been suggested 
to accelerate episode frequency in bipolar I and II patients and thus modify 
the course of the disorder, whereas this is not clear for bipolar II %y HI HIS 
and IV subgroups. 

Finally, the task of defining a phenomenological field and the process 
involved in such dissection is considerable. A new theoretical framework 
for the spectrum of affective and anxiety disorders may need to be formu- 
lated. We suggest that such a theoretical framework will follow that of 
connective tissue immunological disorders (i.e., systemic lupus erythema- 
tosus, Sjogren’s syndrome, etc.) showing a high co-occurrence on one hand, 
and having shared and unshared biological properties within the frame- 
work of the same system on the other. 
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1.5 
In Search for a Definition for Bipolar Disorder 


Alan C. Swann! 


We now lack any objective test that can determine whether an individual has, 
or does not have, bipolar disorder. Therefore, despite great recent advances 
in understanding the treatment and phenomenology of bipolar disorder, we 
are left with the vital and basic questions of a) what is bipolar disorder and b) 
what is not bipolar disorder. Hagop Akiskal, combining scholarship with an 
emphasis on clinical pragmatism, addresses these questions. There is no 
better person for this endeavour, since he has arguably done more than 
anyone else in the field to change the way in which we think about bipolar 
disorder. 

One refreshing and useful feature of Akiskal’s review is its emphasis on 
historical context. It is a common error to overemphasize the cross-sectional 
view of a patient. The same is true of bipolar disorder as an entity. Bipolar 
disorder is, we think, an old disease, but it is a relatively new and changing 
concept. There has been a trend toward viewing bipolar disorder as part of a 
spectrum, at the expense of viewing it as discrete diagnostic categories. 
Official nosology, both North American and European, has perhaps not 
kept pace with that trend. 

There is a danger, however, of falling into the trap of generalizing bipolar 
disorder to the point of meaningless universality. This danger cannot be 
avoided, however, by clinging doggedly to outmoded and sometimes in- 
accurate diagnostic systems that sacrifice validity for reliability. Instead, we 
need a better idea of what is the sine qua non for bipolar disorder, and how it 
can be detected early. 

Depression is responsible for much of the suffering associated with bipo- 
lar disorder [1]. Its role in the illness, however, is still not well understood, 
and many of the unresolved problems in diagnosis involve depression. 
Akiskal emphasizes these: the existence of mixed depressions as well as 
mixed manias, the prominent role of depression in bipolar II (and the higher 
bipolar numbers) [2], the identification of patients with bipolar disorder 
who have experienced depressive episodes but have not yet been manic or 
hypomanic. These questions have large practical treatment implications, 
since “antidepressant” treatments may have deleterious effects in at least 
some patients with bipolar disorder. 

Our thinking about bipolar disorder has focused too much on episodes 
and not enough on the underlying illness. Yet, even so-called euthymic 
patients with bipolar disorder are worse off than stable patients with 
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major depressive disorder or individuals without a psychiatric illness [3]. 
Akiskal has addressed this by emphasizing the role of temperament [4]. As 
pointed out earlier by Kraepelin, temperament shades gradually into normal 
variation. It may provide, however, the physiological substrate on which 
other aspects of bipolar disorder are potentially imposed. Akiskal and his 
coworkers have developed clinical instruments for measuring tempera- 
ment, but the concept requires better validation with physiological or 
psychophysiological measures. The specificity of the relationship between 
temperament and other aspects of bipolar disorder is also not yet under- 
stood. For example, temperament may be something which interacts with 
bipolar disorder, but is inherited independently. Alternatively, tempera- 
ment may represent a useful indicator of genetic predisposition [5]. 

Akiskal emphasizes a number of important features of bipolar disorder 
that are not adequately appreciated, including: 


a) Most people with bipolar disorder were never manic. 

b) Bipolar I and bipolar II disorders differ greatly in their course and are 
basically different types of illness: bipolar I has more severe manias and 
bipolar II has a more severe course. Not emphasized enough, however, 
is the fact that depressive episodes associated with bipolar II disorder 
can be quite severe, with psychotic features. 

c) Depression, as well as mania, can have mixed features. The idea (in 
DSM-IV) that mixed states are possible only in bipolar I disorder is 
absurd. 

d) Diagnosis of bipolar disorder is best made through multiple interviews 
rather than a single structured interview. Similarly, management and 
evaluation should emphasize longitudinal measurement. This will re- 
quire changes in statistical design of studies and in the assumptions 
underlying treatment and evaluation [6]. 

e) Pharmacologic hypomania (or mania) is almost surely bipolar disorder, 
contrary to the DSM and ICD systems. 


The numeric scheme now in use for classification of bipolar disorders is 
not yet satisfactory. Bipolar I through IV progresses, more or less, in the 
direction of less severe mania, but there is no orderly progression in terms of 
severity of depression or course of illness. Yet, Akiskal has argued convin- 
cingly that for most patients these aspects are more important than mania. 
Perhaps a more pragmatic and descriptive system could be devised using 
a multi-axial approach, possibly based on a) temperament, b) cyclicity/ 
course, and c) intensity or type of episodes. We will ultimately need a 
system that can be validated by objective physiological measures. Until 
that (probably distant) goal is achieved, better understanding of bipolar 
disorder will depend on rigorous clinical description and logic. 


64 BIPOLAR DISORDER 


REFERENCES 


1. MacQueen G.M., Young L.T., Robb J.C., Marriott M., Cooke R.G., Joffe R.T. 
(2000) Effect of number of episodes on wellbeing and functioning of patients 
with bipolar disorder. Acta Psychiatr. Scand., 101: 374-381. 

2. Perugi G., Akiskal H.S., Lattanzi L., Cecconi D., Mastrocinque C., Patronelli A., 
Vignoli S., Bemi E. (1998) The high prevalence of “soft” bipolar (II) features in 
atypical depression. Compr. Psychiatry, 39: 63-71. 

3. Robb J.C., Cooke R.G., Devins G.M., Young L.T., Joffe R.T. (1997) Quality of life 
and lifestyle disruption in euthymic bipolar disorder. J. Psychiatr. Res., 31: 
509-517. 

4. Akiskal H.S., Cassano G.B., Musetti L., Perugi G., Tundo A., Mignani V. (1989) 
Psychopathology, temperament, and past course in primary major depressions. 1. 
Review of evidence for a bipolar spectrum. Psychopathology, 22: 268-277. 

5. Niculescu A.B., II, Akiskal H.S. (2001) Proposed endophenotypes of psych- 
iatry: evolutionary, clinical, and pharmacogenomic considerations. Mol. Psych- 
iatry, 6: 363-366. 

6. Arndt S., Turvey C., Coryell W.H., Dawson J.D., Leon A.C., Akiskal H.S. 
(2000) Charting patients’ course: a comparison of statistics used to summarize 
patient course in longitudinal and repeated measures studies. J. Psychiatr. Res., 
34: 105-113. 


1.6 
What is Disordered in Bipolar Disorders? 


Marc Louis Bourgeois’ 


Mania (euphoric or irritable), the clinical hallmark of bipolar disorder, is 
usually easy to recognize, whereas the limits of hypomania (the criterion for 
bipolar type II) with normality and mania proper are much more difficult to 
ascertain. But what is specific of bipolar disorder is still debated. It is not the 
symptoms: according to Kraepelin [1], all symptoms can be seen in all 
mental disorders; Pope and Lipinski [2] and Brockington et al [3] found 
schizophrenic symptoms as frequent in mania as in schizophrenia. It is not 
the prognosis: “terrible” for Falret [4], “good” for Kraepelin [1], and re- 
cently “bad” for Goldberg and Harrow [5, 6]. Finally, course (which was so 
important for Falret and Kraepelin) “should be dropped completely as a 
criterion for the classification of endogenous psychoses”, according to 
Angst (quoted in [7]). The core of the disease is rather the instability and 
cyclicity of psychic processes, with swerves and switches, larger than 
normal oscillations of mood (and also) cognitions, psychomotor activity, 
instinctive and social life. Circularity and cyclicity are typical (for Delay [8] 
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bipolar disorder was a cyclophrenia). The fragile and unstable balance is 
easily disturbed by life events and psychoactive drugs. This is well docu- 
mented for antidepressants (the pharmacological moodswings defining 
bipolar disorder type III) [9-11] and for lithium abrupt interuption [12]. 
The course of the disease is altered by tricyclic antidepressants [13]. Recent 
data suggest that prescription of psychostimulants during childhood in- 
creases the risk of earlier onset of bipolar disorder [14]. 

Unlike Kraepelin, for whom stress and life events could play a role only in 
the very first episodes, whereas afterwards “manic depressive episodes can 
be surprisingly independent from external events”, and in disagreement 
with Poste model of kindling [15], Hammen et al [16] and Swendsen et al 
[17] found that severe stress almost always triggers the episodes. These 
events are often induced by the patient’s behaviour and personality and 
are unspecific [18]. 

Is mania always psychotic in essence, even in the absence of clear delu- 
sions and hallucinations? One can distinguish three (sometimes four) stages 
in the process of psychotization of mania (as for depression): 1) the patient is 
still aware of being (happily) boosted, driven, excited most of the time with 
a euphoric mood, with a relative control of behaviour; 2) insight and 
awareness disappear and the patient enters a psychotic phase, either ab- 
ruptly or more slowly; 3) delusions, hallucinations and crazy behaviour 
submerge the patient who has lost all insight and control; 4) sometimes, 
there are even confusion, delirium and severe vegetative symptoms (which 
have been lethal in the past). 

There is now evidence that bipolar temperaments, either depressive or 
manic, colour the acute episode [19-22]. One can also differentiate two 
subtypes of bipolar type I disorder: on the one hand, a subtype “with a 
predominance of manic psychopathology” [23] and on the other a “‘prevail- 
ing depressed” [23] or “depression prone” [24] type or a “poor prognosis 
subtype marked by a relative persistence of depressive symptoms” [25]. 
There are also differences between the DMD (or d) sequence of episodes and 
the MDM (or m) type [26]. There is a spectrum (even a continuum) of 
subcategories from pure manic disorder (unipolar mania) [27] to “pure 
depressive” [28] or “pseudo unipolar type” [29]. More research is required 
to determine what is the best choice of treatment for each of these subcat- 
egories, especially for the choice of mood stabilizers or antidepressants. 

Finally, hypersensitivity, hypersyntony, extraversion, instability, suggest- 
ibility, loss of limits and proprieties, hyperesthesia, hyperreactivity, sensa- 
tion seeking, disinhibition, intolerance to obstacles, excitation, acceleration, 
disorganization, disorder, chaos, whirling and swirling, twirling (Wirbel) 
characterize the mind and world of bipolar patients [30] and often confuse 
the differential diagnosis with hysteria, borderline personality and other 
cluster B axis II disorders. 
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1.7 
How Prevalent is the Bipolar Spectrum? 


Robert M.A. Hirschfeld! 


Hagop Akiskal concisely provides us with a broad overview on what bipo- 
lar disorder is and what it is not. His paper dramatically describes the 
remarkable lack of consensus in the field on what constitutes bipolar dis- 
order in light of very clear and cogent clinical descriptions of mania and 
depression dating back to the ancient Greeks. Curiously in light of this, 
the concept of bipolar disorder as a distinct nosologic entity is less than 50 
years old. 
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Akiskal notes that the two major official classification systems in the world 
today, the DSM-IV and the ICD-10, denote a rather restrictive, narrow concept 
of bipolar disorder. The DSM includes bipolar I, bipolar II, cyclothymia, and 
bipolar not otherwise specified. ICD-10 includes bipolar I and cyclothymia. 

Akiskal has been visionary in developing a view of the bipolar spectrum 
which includes a variety of clinical conditions. His most recent proposal in- 
cludes four basic types, each with a subtype—a total of eight different 
diagnoses. In proposing this, Akiskal has given credit where credit is due 
to a variety of clinical theorists around the world in the last half century. 
Perhaps Akiskal is too modest in not emphasizing his leadership and vision 
in this process. 

I find somewhat surprising that in defining that there is no clear state- 
ment of what is the core feature that defines bipolar spectrum. Stated 
differently, what is it that ultimately determines whether an individual’s 
condition is within the circle of definition or outside. Is it “bipolarity’’—that 
is, periods of highs and periods of lows? If so, then unipolar mania and 
hyperthymic temperament would be outside the circle. If it is the require- 
ment of “highs” alone—that is mania or hypomania—then cyclothymia 
would not be included. For me the hallmark of bipolar disorder is dysregu- 
lation of mood, characterized by a periodic or continuous inability to regu- 
late mood in an appropriate fashion. 

Another issue, which has been the focus of some of my own work, is how 
often and why bipolar disorder is unrecognized and undiagnosed. As 
Akiskal points out in his review, a report of a survey of the national patient 
organization, the National Depressive and Manic-Depressive Association 
(DMDA), found that over one-third of the patients did not receive the 
correct diagnosis for over a decade [1]. Over half of these patients had 
consulted three or more professionals before receiving the correct diagnosis 
of bipolar disorder. Similar findings were reported by Suppes et al [2] for the 
Stanley Foundation: in a sample of 261 outpatients with bipolar disorder, 
the average time from the first symptoms of bipolar disorder to the first 
treatment averaged 10 years. Unfortunately, many of these patients received 
antidepressants without concurrent mood stabilizers. The situation, at least 
in the United States, does not appear to have improved. A repeat survey of 
DMDA members was conducted in 2000, and nearly the same results were 
found as in 1994. 

One reason for this substantial delay in diagnosis and appropriate treatment 
is that the bipolar patient’s initial diagnosis is often incorrect. In the 2000 
National DMDA survey, 69% of the patients were misdiagnosed, most fre- 
quently as unipolar depression. Other frequent misdiagnoses included anx- 
iety disorders, schizophrenia, personality disorders, and substance abuse. 

An effective way to increase recognition of bipolar spectrum is to screen 
for it. Our group has developed a self-report screening instrument, the 
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Mood Disorder Questionnaire (MDQ). The MDQ is a 13-question survey 
which has been validated in a psychiatric outpatient clinic sample [3]. Sen- 
sitivity and specificity were found to be excellent. The MDQ has also been 
validated in a large general population sample in the United States [4]. 
Sensitivity and specificity in the general population were also very good. 
This instrument provides a way to help identify patients at risk for bipolar 
disorder, and to prevent the consequences of misdiagnosis, which include 
antidepressant-induced switch into mania and rapid cycling. 
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1.8 
Broadening the Definition of Bipolar Disorder 


Robert Boland and Martin B. Keller! 


Hagop Akiskal has produced an important review, which elucidates well 
some of the major current issues concerning the diagnosis of bipolar dis- 
order. As with most “current” debates, Akiskal demonstrates that the issues 
are hardly new. The tension between sensitivity and specificity—between 
defining the disorder such that it will capture all nuances, while yet main- 
taining confidence in the validity of the diagnosis—is clearly an old one. 
There remain a variety of disorders which may turn out to be subsyndromal 
forms of bipolar disorder. On the other hand, they may not. 
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Akiskal makes several cases for broadening the definition of the disorder. 
In addition to the theoretical and historical arguments he advances, he also 
notes the practical value of widening the disorder’s boundaries. Most obvi- 
ous are the ramifications for treatment. To take one example that Akiskal 
gives, to broaden the criteria to include some patients currently diagnosed 
with personality disorders, could result in novel treatment approaches to 
this difficult population. If Akiskal’s suggestions regarding relaxing the 
somewhat conservative symptom and time requirements were imple- 
mented, indeed many patients now diagnosed with other disorders would 
probably be considered bipolar. 

In clinical practice, some of this broadening seems to have already oc- 
curred. Here in our corner of the northeastern United States, it seems 
difficult to find a patient with any sort of chronic psychiatric illness (be it 
a personality or even a chronic psychotic disorder) who is not already 
receiving some sort of mood stabilizer. As Akiskal wisely suggests, treat- 
ments drive diagnoses, and the availability of a number of new treatments 
for bipolar disorder has surely increased the enthusiasm for approaching 
any sort of mood instability from a bipolar perspective. One must also 
assume that medical economics, most notably third-party reimbursement, 
must drive diagnostic decisions as well. As managed care companies often 
will not cover treatment for Axis II or other complicated disorders, there 
may be a pressure to reconceptualize the patient from an Axis I perspective. 

Is there any potential drawback to a broadening of these diagnoses? What 
is the purpose of devising the diagnoses, and subdiagnostic categories? 
Akiskal has highlighted one of the most important purposes: diagnoses 
guide treatment. There are other complementary purposes as well. For 
example, we need valid and reliable diagnoses in order to properly charac- 
terize the disorders, and better predict their likely outcome. In essence, for 
research on the disorders to advance (be it treatment or course related), we 
need a rigorous diagnostic system. 

In contemplating this, one is reminded of the rationales that went into the 
major shift from the dimensional diagnoses of DSM-I and II to the categorical 
ones of DSM-III and beyond. Prior to DSM-III, the diagnoses were quite 
broad, and encompassing. However, these diagnoses tended to lack reliabil- 
ity and validity. Several factors contributed to the push for a better diagnostic 
system. First, the increasing importance of psychopharmacology treatments 
created a need for better specificity, to more accurately predict who would 
respond to pharmacotherapy. Other research, such as epidemiological data, 
was also stalemated by the lack of reliable diagnoses. Community studies of 
mental disorders using DSM-I criteria, such as the Baltimore Morbidity Study 
[1], yielded inconsistent findings. Attempts to assess the prevalence and 
incidence of psychiatric disorders suffered from this unreliability. The situ- 
ation was such that, in the 1970s, the Carter Commission [2] concluded that 
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goals for mental health treatment could not be formulated without a better 
understanding of the incidence of different psychopathologies. And that goal 
could not be met without better diagnostic instruments for the disorders. 
Thus, the changes that resulted in the current diagnostic system. 

An example of how diagnosis aids clinical understanding can be seen in 
the research on the course of bipolar disorder. One important finding is that 
the course of the disorder is strongly related to the particular type of 
episode. This relationship was demonstrated in the National Institute of 
Mental Health (NIMH) Clinical Branch Collaborative Program on the Psy- 
chobiology of Depression—Clinical Studies, or the ‘Collaborative Depres- 
sion Study” (CDS) [3]. The CDS was designed to study the natural course of 
unipolar and bipolar mood disorders. Almost 1000 patients from several 
sites were included; of these, about 175 subjects with bipolar disorders were 
followed for up to five years. This study found that the time to recovery 
from an index episode of the disorder was much longer for the group with 
mixed mania than other types of episodes [4, 5]. Specifically, the time to 
recovery was 14 weeks for the mixed group, compared with five weeks for 
the manic group and nine weeks for the depressed group. The overall 
probability of chronicity was different for both groups as well. After five 
years, all the patients with pure mania had recovered from their index 
episode, compared with 89% of patients with an index depressive episode 
and 83% of patients with a mixed episode. Time to relapse was longer for 
the manic group: by six months, the manic group had a 20% risk of relapse, 
compared with 33% in the depressed group and 36% in the mixed group. 

Thus, proper definition of the particular type of bipolar episode has impli- 
cations for the overall course of disease. Such an understanding can guide 
clinical judgement around treatment decisions. In the CDS study, conserva- 
tive criteria (basically those from DSM-III as described by Akiskal) were used 
to define the different types of bipolar episodes. One must wonder whether 
such striking differences as those found above would have been apparent if 
more subsyndromal varieties of the disorders were included. 

Clearly, it is possible to be both broad and rigorous. However, if the 
disorders were broadened, it would be important to ensure that we would 
continue to apply equal rigour. Field-testing of different criteria might be 
indicated, to ensure that we do not sacrifice specificity for the sake of 
sensitivity. Though we have also had the experience of seeing chronic 
disorders “melt away” when the underlying mood disorder was success- 
fully treated, we have also observed patients undergo fruitless trials in the 
vain search for the “right pill’, while missing out on more definitive 
psychotherapeutic treatments. In understanding bipolar disorder, we must 
continue to appreciate the importance of the varied manifestations of the 
disorder, both on treatment and on outcome, while investigating the limita- 
tions on that variance. 
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1.9 
Beyond Behavioural Boundaries: Redefining Mood and its Disorder 
Phenotype 


Peter C. Whybrow' 


In medicine the classification of disease is fundamental to therapeutic inter- 
vention—so fundamental, in fact, that classification has long had its own 
designation as “diagnosis”. Accurate diagnosis helps predict the natural 
history of a patient’s illness—based upon the cumulative experience of 
observing those individuals who have previously suffered similar afflic- 
tion—while ordering in a useful fashion the empirical evidence gained 
from therapeutic trials, pharmacological and otherwise, that have advanta- 
geously modified the natural course of the disease. The opportunities for 
rational treatments are increased, although not uniformly so, when a know- 
ledge of the basic morphology and pathophysiology of the disorder is 
available. And with growth in our understanding of the varied genetic 
templates that may underlie the phenotypic vulnerability to specific illness, 
there is the promise of further gains in treatment. Thus in precise diagnostic 
definition we weave the threads of new therapeutic cloth. 

Nowhere in medicine today is this process more challenging than in 
defining the disorders of complex behaviour. In Hagop Akiskal’s compre- 
hensive review, the dimensions of that challenge are engaged and clearly 
delineated. First, as Akiskal emphasizes, because manic depressive illness 
disrupts the survival behaviours we call emotional regulation, the threads of 
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the illness are woven inextricably through the weft of life. Emotional tone— 
individual temperament or habit of mind—like acuity of vision, hearing, 
athletic ability, or the functional output of any other system of complex brain 
function, varies among individuals. 

Thus, while maniacal madness and the manifestations of melancholia 
may be readily agreed upon—and, as Akiskal notes, have been accepted 
for centuries—the boundary definitions of affective illness are annoyingly 
elusive. Such equivocation probably will, and perhaps should, remain so for 
it is social context and not medical science that defines pathology when a 
disability is mild or socially rewarding. In America, where restlessness and 
risk-taking are valued, an individual of hyperthymic temperament who 
experiences short sleep and high energy but who is also impulsive and 
aggressive is less likely to receive a diagnosis within the “bipolar spectrum” 
than is a dysthymic person who is of low energy and reticent in his inter- 
action with others. Beyond doubt, in American society today, Charles 
Darwin would simply not have made the grade and in Victoria’s England 
many of our “dot-com” entrepreneurs would have been considered luna- 
tics. Thus the diagnoses at the “edges” of a behavioural spectrum or syn- 
drome are rarely “objective”, but change with culture, time, and fashion. 

None of this, however, should be seen as licence for physicians to pull 
back from scientific curiosity. Why is it, for example, that the architects of 
DSM-IV insist on distinguishing “‘substance-induced mood disorder” from 
a disturbance “better accounted for by a mood disorder that is not substance 
induced”? Why is it that hypomanic symptoms induced by antidepressants 
in some of those receiving such treatments for their depression should be 
dismissed when such a response may be the “smoking gun” that provides 
evidence for an underlying bipolar diathesis? Why is it so difficult to accept 
that a faltering thyroid economy can change the phenotypic expression of 
bipolar II disorder to the more malignant form of the illness called rapid 
cycling? And why does this phenomenon occur predominantly in women? 
[1] Why, in short, do we remain relatively disinterested in those aberrant 
threads which, although untidy, may lead to an elucidation of the genetic 
templates of mood and emotion? 

In its complexity, emotional behaviour embraces at least three major 
subsystems of brain function, including social vigilance (the expression of 
emotion and the monitoring of the emotional communication of others), 
memory storage and retrieval, and the orderly circadian management of 
bodily function. It appears—as we learn more about the anatomical sub- 
strates of emotion—that these dynamic responsibilities are distributed 
among the limbic structures of the amygdala, the hippocampus together 
with the frontal lobe, and the hypothalamus, respectively [2]. Thus, in 
disorders of mood, we can reasonably expect to find a varied and oscillating 
pattern of disturbance of these behaviours among individuals, with the total 
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number of activities compromised being greatest in those who suffer most 
severely. Furthermore, it is logical, given that our existing diagnostic cat- 
egories are driven by the short-term observation of the phase and amplitude 
of behavioural disturbance, to expect that any one individual may have 
more than one “diagnosis” over time. It is also likely that those individuals 
will cluster disproportionately at the boundaries of our understanding. 

Thus, in my own opinion, the exercise of sorting and resorting behav- 
ioural phenotypes will not weave the new therapeutic cloth we seek. I agree 
with Akiskal that we must now look beyond such sterile exercise to what we 
can learn at the diagnostic boundaries where disagreement is fierce. It is 
there that we will find new threads, as for example have Niculescu and 
Kelsoe and colleagues in employing a convergent functional genomics 
approach to potentially elucidate the permissive genetic substrate for mani- 
acal behaviour [3]. Building on the observation that amphetamine will 
induce mania in those so predisposed and hypomania in many others— 
the increased activity of which can be modelled in mice—these investigators 
have refined their search for the candidate genes of mood and its disorder. 
In identifying one such contestant—the G protein-coupled receptor kinase 3 
(GRK3)—they suggest that we must revise our concepts of pathogenesis 
seeking not only those genetic elements that permit but also those that 
protect. Such lateral thinking is important. Given the complexity of emotion 
it would make sense that no one gene codes for aberration. Rather, where 
one combination of genetic instruction may lead to the asylum, another 
constellation, differing only slightly, may open the door to an executive 
suite. A better understanding of such boundary conditions will not only 
elucidate pathophysiology, but also offer new insights both in prophylaxis 
and therapeutics. With the opportunities that lie ahead, one suspects a 
certain prescience in Akiskal’s statement that “the weight of the reviewed 
evidence indicates that bipolar disorder is broader than what is included in 
DSM-IV and ICD-10”. 
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1.10 
Towards a Unitary Framework for Mood Spectrum Beyond the 
Bipolar-Unipolar Dichotomy 


Giovanni B. Cassano! 


Based on epidemiological and family studies and clinical intuition, Akiskal 
estimated that 4-5% of the general population belongs to a broad bipolar 
spectrum with predominantly depressive phenomenology and muted bipolar 
features. These figures contrast the classical figure of 1-1.6% for bipolar dis- 
order. This widening of bipolarity to the detriment of unipolar forms was 
corroborated by Angst [1], who demonstrated through epidemiological data 
that more than 5% of the general population might be affected by bipolar 
spectrum conditions. Akiskal proposes a number of syndromes as candidates 
for inclusion in a broadly conceived bipolar spectrum: mania, recurrent de- 
pressions with hypomania (irrespective of duration), pharmacologically in- 
duced hypomania, as well as depressions in association with cyclothymic and 
hyperthymic temperaments, and recurrent (pseudo-unipolar) depressions 
with bipolar family history or cyclic depressions responsive to lithium. He 
also argues that a substantial proportion of cases categorized as borderline 
personality disorder and many cases of alcohol abuse belong to the bipolar 
spectrum. 

Akiskal’s competent and comprehensive appraisal of contemporary clas- 
sifications of mood disorders illustrates very elegantly the evolution of the 
nosology of bipolar disorder from the antiquity to current days, elucidating 
how, since before Kraepelin, the pendulum in mood disorders classification 
has moved back and forth between unitary (spectrum) and discontinuity 
(unipolar-bipolar) positions. He finally brings support to the spectrum 
position, even though he concludes that its ultimate range remains un- 
defined. 

With his distinguished mastery, Akiskal describes various categories of 
bipolar spectrum, namely mania, hypomania, cyclothymia and hyperthy- 
mia. Under the rubric of “atypical depression” Akiskal speculates on those 
conditions which are difficult to be accommodated in DSM or ICD diagnos- 
tic criteria, and are “liable to be consigned to some wastepaper basket 
category” or even ignored. He argues that the recognition of atypical 
mood signs/symptoms and atypical mood syndromes may represent a 
valuable adjunct to categorical methods of diagnosis and classification of 
bipolar spectrum. 

Atypical presentations of depression may characterize “special popula- 
tions” of patients [2], with less predictable clinical course and response to 
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treatment, or peculiar (often dangerous) behaviours and lifestyles. In these 
subjects, bipolar symptoms may remain undetected, masked or misdiag- 
nosed by more “visible” manifestations. Stated differently, because many 
bipolar II patients have an underlying cyclothymic temperamental dysre- 
gulation, their clinical presentations are varied and inconsistent and often 
prove confusing in cross-section. That is, they could present with cross- 
sectional features of atypical depression, and lifelong history of anxiety 
states, bulimia, substance abuse, and cluster B personality disorders. Atyp- 
ical depressive features are perhaps the most important clinical markers for 
bipolar II disorder. Akiskal points out that the ambiguities regarding the 
boundaries between unipolar and bipolar disorders, and the definition of 
relationships between polarity and cyclicity, still stand, raising practical 
problems for research and treatment choices. Using clinical data and case 
reports, Akiskal states that many major depressions in the DSM-IV schema 
are, in reality, part of the bipolar spectrum. This approach led to the 
formulation of a list of prototypes (BP-I, BP-I 4 BP-II, BP-II A BP-II, BP- 
HI x BP-IV) along the continuum of mood dysregulations. The major impli- 
cation of this theory is that the extension of the concept of bipolar spectrum 
would defend depressed patient unprotected by mood stabilizers from 
possible negative effects of antidepressants. Second, recognition of some 
attenuated forms of bipolarity pursuing sub-acute or chronic course may 
prevent from more prognostically unfavourable diagnoses, including bor- 
derline or antisocial personality disorder or schizophrenia. Furthermore, 
this model has shed light on the true prevalence of bipolar spectrum condi- 
tions. 

This approach produced multiple subcategories of bipolar disorder, that 
are one phenomenologically different from another. This requires particular 
circumspection as far as treatment implications are concerned. In fact, the 
use of mood stabilizers for each prototype does not follow precise experi- 
mental data. A substantial proportion of depressed patients with mild 
bipolar features may show satisfactory and stable long-term outcome with 
antidepressants not necessarily associated with mood stabilizers. Treatment 
indications for “hyperthymic depression”, the least severe bipolar spectrum 
form proposed, though reported to be at high risk of manic switches, still 
need to be tested. 

Akiskal’s proposals for distinguishing different bipolar-unipolar sub- 
types may lead to a diagnostic fragmentation which is in contrast with his 
fundamental unitary mood spectrum conceptualization. I wonder whether a 
parsimonious approach for assessing manic and depressive features within 
a unitary framework, encompassing the broad range of mood spectrum 
manifestations along a continuum, might be more appropriate. 

In a recent paper, Baldessarini [3] recalls the extreme and inappropriate 
widening of the schizophrenia rubric in the middle of the past century. 
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Based on loose clinical criteria and on a psychodynamic stereotyped con- 
ceptualization, the expansion of the diagnosis of schizophrenia was detri- 
mental to the diagnosis of various forms of psychoses belonging to the 
realm of mood and anxiety disorders and, in some cases, personality dis- 
orders. Analogously, clinicians and researchers should avoid any uncon- 
trolled and widespread use of lithium and anticonvulsants in the absence of 
clear scientific evidence of their efficacy in soft bipolar conditions. At pre- 
sent, for instance, controlled studies and clinical experience do not exhaust- 
ively support a favourable cost-benefit ratio for the systematic use of mood 
stabilizers in individuals with subsyndromal bipolar features [4]. 

Nevertheless, the definition of the cut-off point between unipolar and 
bipolar forms—if it exists at all—still stems from a purely descriptive 
approach to the varying degrees of loading for depressive and manic di- 
mensions. Clinicians often face complex arrays of co-occurring isolated or 
clustered mood symptoms that may be associated with one or more axis I or 
axis II conditions. Within this context, the spectrum model might be used to 
refer to a continuum of threshold and subthreshold mood phenomena 
related to a single mental disorder, including: a) core atypical symptoms 
of the primary axis I disorder, b) signs, isolated symptoms, symptom clus- 
ters and behavioural patterns related to the core symptoms that may be 
prodromal, may represent precursors of not yet fully expressed conditions, 
or may be sequelae of a previously experienced disorder, and c) tempera- 
mental or personality traits and lifestyles [5, 6]. The mood spectrum condi- 
tions should be better defined by fostering a unitary dimensional model 
to the detriment of a fragmentation in multiple subcategories. Actually, 
the combination of the categorical and the dimensional approach seems 
to be the most suitable solution to overcome such practical problems. 
The assessment of mood dysregulations in a life-long perspective, by focus- 
ing on distinct evolving steps of mood phenomenology, reduces the ‘‘en- 
tropy level” produced by the effort of splitting mood symptoms in 
“unipolar” versus “bipolar”. If implemented and integrated with the cat- 
egorical approach, the dimensional model permits the efforts to be directed 
to a different aim, and promotes a unitary view of mood disorders. 
In this perspective, in harmony with Akiskal’s ideas, it would be worth 
wishing that a “mood spectrum” model substituted the “bipolar spectrum” 
model. 

Akiskal argues that Baldessarini [3] and Cassano et al [7] converge in their 
requirement of methodological purity, which may be necessary for certain 
research operations versus practice considerations, that, Akiskal would 
contend, do not require pristine methodological designs, or unwieldy as- 
sessment instruments which are unrealistic in a clinical setting. 

I believe that the detection of less classical mixtures of manic-depressive 
and unipolar depressive symptoms needs subtle diagnostic approaches, 
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and can be improved by the introduction of refined assessment procedures 
also aimed at identifying vulnerability to recurrences or to the emergence of 
more severe forms of psychopathology. Moreover, the possibility to put into 
effect in clinical settings a systematic assessment of mood spectrum would 
add substantial educational impact by giving psychiatry professionals and 
residents an operational frame of reference for their clinical practice. 

In conclusion, Akiskal authoritatively proposes a spectrum approach to 
mood disorders to override the unipolar—bipolar distinction. Indeed, the 
boundary between bipolar and unipolar disorders is still undefined. Akis- 
kal’s description of bipolar spectrum is firmly grounded on clinical obser- 
vation and produced relevant nosographic advances. Certainly, this 
conceptual framework requires new research efforts which will result in 
advances in our understanding of the biological and genetic bases of manic- 
depressive illness, as well as in the treatment of these clinically challenging 
syndromes. 
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1.11 
The Diagnosis of Bipolar Disorder: Some Open Issues 


Costas N. Stefanis! 


The thorough and comprehensive review on the diagnosis of bipolar dis- 
orders by Hagop Akiskal, one of the leading clinical investigators in the 
field, leaves no room for new information. Nevertheless it warrants some 
comments on the main issues he has raised. 

Since the diagnosis of bipolar disorders is still lacking a solid validation, 
derived from either an identifiable cause or from objectively measured 
neurobiological markers, the clinical insightful observation remains the 
only tool for their recognition and for assessing all those variables that 
could be utilized for their effective management. One issue that emerges 
from Akiskal’s review is which of the two, the categorical or the dimen- 
sional approach, is better fitted for understanding and managing cases with 
mood disorders and bipolarity in particular. In reviewing diagnostic issues 
in depressive disorders [1], we have argued that both approaches have their 
merits and their limitations. Viewing bipolar disorders as a categorical 
entity, a line adopted in the formulation of operational criteria of DSM-IV 
and to a lesser degree of ICD-10, offers the advantage of being conceptually 
more acceptable and is more compatible to the medical thinking of the 
practising psychiatrists. On the other hand, the categorical approach may 
restrict the domain of bipolarity to only the typical bipolar I cases, ignoring 
the extent and the depth of bipolarity as depicted in Akiskal’s review. 

Regarding the core symptom construct of mania, Kraepelin identified two 
clinical dimensions: elation and accelerated psychomotor activity. Subse- 
quently, a number of other symptoms, most of them deriving from the initial 
core symptom, were identified, and resulted in the expansion of bipolarity, 
which currently ranges from close to normal emotional variations of a tem- 
peramental nature to sustained emotional instability, to full-blown bipolar I 
disorder up to the opposite extreme that includes delusional and other psych- 
otic features often clinically indistinguishable from paranoid schizophrenia. 

Both the mood and the energy elements are interwoven in the process of 
developing a bipolar disorder. It is of clinical and research interest to access 
their interaction pattern and accommodate the treatment accordingly. 

Thus far emphasis was given mainly to elevated mood and its behavioural 
manifestations. The abundance of energy expressed clinically in a variety of 
symptoms has largely been underrated, although it may very well be the 
primary driving force and as such may be more amenable to study, more 
specifically in the framework of the current system and chaos theories [2]. 
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The expansion of bipolarity to a spectrum that includes, in addition to 
bipolar I disorder, the temperamental disturbance, the “soft” or the sub- 
threshold bipolar states, the cycloid, the hyperthymic and the mixed states, 
is an attractive proposal advocated by many but substantiated clinically 
mainly by Akiskal’s group in their many studies and publications [3]. 

The classical mania or bipolar I disorder in its current version seems to 
represent a quantitative exacerbation of normally distributed temperamen- 
tal traits. This is a very plausible hypothesis which has significant clinical 
and theoretical implications, posing the age-long and still unresolved ques- 
tion of the relationship between personality and psychopathology, as well 
as of the boundaries between personality disorders and axis I psychopath- 
ology. Akiskal’s view that a temperamental proneness lies in the roots 
of bipolarity has adequate empirical support from extensive clinical 
studies [4]. 

This view could be further strengthened if well-designed, large-scale, 
population-based, prospective studies assessing in frequent intervals per- 
sonality traits, biological markers and psychopathological manifestations 
were available. Potentially they would further support the bipolar spectrum 
diagnostic scheme, by enriching it with empirically derived predictive val- 
idity. Such studies are also of great necessity due to the low reliability of 
retrospective assessments based on poor descriptive recollections, as well as 
to potential modifying effects on personality traits of internal and external 
impactors, among which prior episodes of affective disorder have to be 
included. The notion that psychopathology may induce personality changes 
is consistent with current knowledge on brain plasticity and more specific- 
ally with the experimentally proven hypothesis of synaptic restructuring by 
experience and learning. Such a possibility has been alluded to by Aretaeus 
already in the 5th century Bc, by describing the post-manic personality 
changes. Furthermore, this type of study would better clarify the sequence 
and the possible interference of comorbid states in the evolutionary process 
of the primary “stem” disorder from which the many bipolar variants may 
eventually branch off. 

Another issue that emerges from Akiskal’s review and invites discussion 
is the distinction between non-bipolar and bipolar depressions. Despite the 
reported differences, mainly with regard to familial loading [5], to which I 
would add findings from our own genetic association studies [6, 7], the 
conclusive evidence that would validate their nosological separation is 
lacking. If we take into account the great number of false positive mono- 
polars who have latter turned into bipolar and accept as legitimate bipolar 
signs drug induced mood changes, abrupt onset, impulsive eating disorders 
and extreme diurnal mood and psychomotor variations (retarded and 
desponded in the morning, euphoric and hyperactive in the evening), and 
we include in the bipolar spectrum all mixed states, then only a small 
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minority of “tine” uncontaminated cases of non-bipolar depressions will 
retain their diagnostic purity. Should we therefore reconsider the currently 
available clinical, biological and epidemiological findings and proceed in 
comparative studies in which sampling is composed only by typical bipo- 
lars and “pure” monopolars? We may then obtain more reliable findings to 
substantiate or refuse the distinction and sort out the “true” from the 
“apparent” differences between the two types of depression. 
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1.12 
The Bipolar Spectrum: Focus on Core Personality Characteristics 


David S. Janowsky' 


Hagop Akiskal’s review is both informative and provocative. He coherently 
supports the position that various manifestations of bipolar disorders exist 
on a spectrum ranging from temperament or personality to affectively 
loaded psychotic illness (i.e. “schizobipolar” or schizoaffective disorder). 
The glue holding this spectrum together appears to be the existence of and/ 
or the potential for manic, hypomanic or “sub-hypomanic” phenomena, the 
tendency for antidepressants to cause hypomanic episodes in these groups, 
and the observation that the entire spectrum is linked by increased loading 
for a family history of hyperthymia, hypomania, mania, and other manic- 
depressive phenomena of a variety of types. 

In his review, Akiskal briefly mentions the differential ability of specific 
bipolar spectrum disorders to be helped by specific pharmacological agents. 
Thus, for example, patients with mixed mania appear to differentially 
improve on divalproex, as compared to lithium. Furthermore, some bipolar 
subgroups, such as patients with comorbid substance use disorder, gener- 
ally do less well on psychotropic drugs than do more “pure” forms of 
bipolar disorder. All of the above speaks to a degree of pharmacological 
specificity, and implies that pharmacologically dissectable differences may 
exist among various bipolar diagnoses. Furthermore, Akiskal describes 
familial clustering of different bipolar subtypes, thus suggesting genetic 
heterogeneity. These observations, to some extent, challenge the “spectrum 
hypothesis” in its purest form, and beg for an explanation from future 
research. 

This having been said, Akiskal presents a credible argument that clusters 
of entities found in the bipolar spectrum are at least loosely related genetic- 
ally. What is not clear is how to explain those influences that determine the 
various subtypes that exist within the bipolar spectrum. Were the bipolar 
spectrum composed of a logical progression of psychopathology, ranging, 
for example, from hyperthymia to hypomanic symptoms to classic euphoric 
mania, an internally consistent spectrum would be obvious. However, dif- 
ferences between cyclothymic and hyperthymic individuals do exist at one 
end of the spectrum, and differences exist at the other end between “pure” 
mania, mixed mania, and schizoaffective disorder. 

One perspective concerning the differences within bipolar spectrum 
comes from studies of underlying personality attributes [1-3]. Basic, core 
or underlying personality implies a set of well validated “normal” or “non- 
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pathological” personality characteristics, common to people in general. 
Thus, for example, all people range on a spectrum from introversion to 
extroversion. Such a perspective differs from the highly accepted categorical 
classifications of “personality disorders”, based on symptom clusters, and is 
a cousin to the classification of personality and temperament used by 
Akiskal and others. Core personality characteristics are quite heritable, as 
shown in monozygotic/dizygotic twin studies, and are indeed as heritable 
as are bipolar disorders [4]. 

Several core personality variables studied to date have been shown 
to differentiate between bipolar and unipolar patients, both when these 
patients are symptomatic and when they are euthymic. Most studies have 
found that an overall group of bipolar patients of a variety of types are more 
extroverted than are unipolar patients, even when both groups are equally 
depressed [2, 5]. Furthermore, bipolar patients score higher on novelty 
seeking and its subcomponents, including impulsivity, than do unipolar 
patients and normative controls [2, 5]. Similarly, bipolar patients score as 
having greater intuitiveness on the Myers Briggs Type Indicator Sensing to 
Intuitive dimension, and on the related NEO-Personality Inventory (NEO- 
PI) personality characteristic of openness [5]. 

When one considers the nature of extroversion, intuitiveness /openness 
and novelty seeking, parallels are obvious between the phenomenology of 
hypomania and hyperthymia with respect to increased energy, increased 
interactions, gregariousness, risk taking, impulsiveness and creativity, all 
characteristics discussed in Akiskal’s article. However, studies discrimin- 
ating core personality differences in specific bipolar spectrum subtypes are 
lacking (i.e. bipolar mixed type, bipolar II patients, cyclothymic patients). 

It is possible that differentiation of bipolar subtypes lies in understanding 
underlying personality traits. Therefore, bipolar spectrum disorder patients 
showing predominantly depressive symptoms and having characteristics 
more typical of the depressive personality disorder, such as might occur in 
mixed states, might be expected to have relatively high scores on neuroti- 
cism and/or introversion, as would their relatives. In contrast, individuals 
with pure mania would be expected to be more extroverted and novelty 
seeking. 

Considering the above line of reasoning, it is conceivable that the bipolar 
spectrum may depend in part on the specific constellation of core personal- 
ity variables. Possibly, the discrimination of “true unipolar” patients from 
“pseudo-unipolar” patients, and the identification of “phenotypically” uni- 
polar and “genotypically” bipolar patients may be aided by defining the 
core personality profiles of these individuals and their families. 

Thus, future studies of the bipolar spectrum might be enhanced by 
incorporating measurements of core personality as one set of easily meas- 
ured variables, possibly having the potential for discriminating bipolar 
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spectrum subtypes or bipolar versus unipolar patients, or the ultimate 
bipolar outcome of initially depressed patients. 
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1.13 

Rate of Detection and Care Utilization by People with Bipolar Disorder. 
Results from the Netherlands Mental Health Survey and Incidence Study 
(NEMESIS) 


Willem A. Nolen), Margreet ten Have’, Wilma Vollebergh? 


In this comment we would like to add some information on what proportion 
of the people with bipolar disorder in the general population have been 
diagnosed, what proportion are receiving care and what factors motivate 
them to seek help. The data are derived from the Netherlands Mental Health 
Survey and Incidence Study (NEMESIS) [1]. NEMESIS is a prospective 
survey among 7076 respondents in the Dutch general population aged 18 
to 64, with three assessment points in 1996, 1997 and 1999. The primary 
diagnostic instrument is the Composite International Diagnostic Interview 
1.1 (CIDI), a fully structured interview for diagnosing psychiatric disorders. 
The CIDI generates the following DSM-III-R bipolar diagnoses: bipolar I 
disorder and bipolar disorder not otherwise specified (NOS). The results are 
from the first wave of NEMESIS in 1996 [2]. 
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The lifetime prevalence of bipolar disorder was 1.9% (n = 136, 1.6% for 
men, 2.2% for women, 7? = 3.20, NS). The majority (n = 93; 68.6%) of the 
persons diagnosed with lifetime bipolar disorder had experienced bipolar I 
disorder, while a further 31.4% (n = 43) had experienced a bipolar disorder 
NOS. The average age at the first manic or hypomanic episode was 26.2 
years, with 40.2% having their first episode between the ages of 18 and 24 
and 29.4% between 25 and 34. Most people had been through at least five 
manic or hypomanic episodes and three depressive episodes in their life- 
times. 

Of the people who had ever experienced bipolar disorder, 72.1% had 
sought help for mental health problems from a primary care provider, 
such as a general practitioner or a community social worker; 56.6% had 
called on a mental health care (MHC) provider, usually a community 
mental health institute or a psychiatrist in private practice. 25.5% had 
never sought any help at all for their mental health problems, either from 
the general health care or MHC sector or from the informal or alternative 
care circuit. 

In the 12 months preceding the study, 27.2% had felt the need for profes- 
sional help, but had not applied for it. The four most common reasons were: 
“T wanted to solve my problems by myself” (64.5%); “I thought the problem 
would go away by itself” (49.4%); “I had no confidence in the care providers 
I would have had to go to” (46.9%); and “I thought no one could help me 
anyway” (43.3%) (more than one answer was possible). 

More than four out of 10 people with bipolar disorder (n = 59; 43.4%) had 
never sought any help at all in the MHC sector. They did not differ from the 
MHC-seekers in any of the sociodemographic characteristics, including 
gender, age, living conditions, employment status, education and income. 
The main apparent difference was that they were less severely ill. Non- 
MHC-seekers were significantly more likely to have a bipolar disorder NOS 
(p < 0.01) and experienced lower degrees of comorbidity, especially anxiety 
disorders (p < 0.01). 

Contact with a MHC provider does not necessarily lead to a diagnosis or 
treatment of the bipolar disorder. If the (hypo)manic symptoms are 
reported to have been discussed, we consider that as a sign that the condi- 
tion was recognized. Of the bipolar respondents who had ever sought help 
in the MHC sector (n = 77), 20% (n = 14) had never spoken to a professional 
there about one of their (hypo)manic episodes. Apparently they had sought 
help for other problems, and their bipolar disorder may have gone un- 
noticed. 

Of those whose disorder did not remain undiscussed (n = 63), 39.7% had 
made no use of MHC services recently (n = 25). In view of the serious 
nature of bipolar disorder, we might justifiably argue that these respondents 
were lacking adequate treatment. Tallying these undertreated patients 
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together with the respondents whose disorder went entirely unrecognized 
(59 + 14 + 25 = 98), we conclude that nearly three out of four people with 
bipolar disorder at the time of the study were not receiving appropriate 
treatment. Even this estimate is conservative, because we still do not know 
whether the bipolar condition of those with recent MHC contact (n = 38) 
was truly being recognized as such and adequately treated. In view of their 
conspicuously low use of medication, it seems probable that they, too, were 
not optimally benefiting from the treatments available. 

The finding that nearly three-quarters of those with bipolar disorder are 
failing to receive adequate treatment is in agreement with two US studies as 
well as with a Canadian general population study [3-5]. Some of the possible 
explanations for the degree of undertreatment we have encountered in our 
study could be sought in the mentally disturbed people themselves. They 
seem little inclined to seek help. That is partly because they have little confi- 
dence in the MHC services, and partly because they may have not yet suffered 
many serious consequences from their (hypo)manic episodes and therefore 
have seen no reason to consult a professional (at least not for their bipolar 
disorder). A further explanation is that bipolar disorder itself presumably 
stands in the way of a swift and adequate diagnosis. This is partly because it 
presents a complex psychiatric picture with many different manifestations, 
and partly because it is highly comorbid with other psychiatric syndromes. 
Finally, it is possible that the CIDI as a fully structured interview has led to 
some overestimation of the prevalence of bipolar disorder, when compared to 
diagnosis made by clinicians. Therefore, we are currently performing a follow- 
up study on NEMESIS, in which all persons with a lifetime diagnosed bipolar 
disorder as well as major depression are re-interviewed by clinicians with the 
Structured Clinical Interview for DSM-IV (SCID). 
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1.14 
Bipolar II is Bipolar, Too 


Zoltan Rihmer! 


The comprehensive review by Hagop Akiskal clearly shows that the preva- 
lence and clinical significance of bipolar affective disorders is much greater 
than previously believed. This is particularly true for bipolar II disorder, 
which seems to be the most common phenotype of the full bipolar spectrum 
[1, 2]. Our previous findings in Hungary also showed that bipolar II illness 
was more common than bipolar I, either in clinical samples [3] or in the 
general population [4]. 

Akiskal also provides a lot of evidence supporting the separation of 
bipolar II from bipolar I disorder within the broad clinical spectrum of 
bipolar disorders. Reporting on a significant difference in the distribution 
of ABO blood group types [5] and in the serum dopamine-f8-hydroxylase 
level [6] between bipolar I and bipolar II patients, 20 years ago we con- 
cluded that these results indicated a possible genetic difference between 
these disorders. A few years later our conclusion was corroborated when it 
was published that levels of dopamine-B-hydroxylase activity were con- 
trolled by a gene linked to the ABO blood group locus on chromosome 9 [7]. 
These results are also in good agreement with later family studies suggest- 
ing the possibility that bipolar I and bipolar II disorders are genetically 
distinct categories [8]. 

In psychiatry and, in particular, in the field of affective disorders, the 
cross-sectional clinical picture is hardly sufficient for making a precise 
clinical diagnosis. As demonstrated in Akiskal’s review, not only depressed 
patients with past hypomania, but also those with premorbid cyclothymia 
or hyperthymia can correctly receive a diagnoses of bipolar II rather than 
unipolar depression. 

The recognition of bipolar II disorder—besides its treatment implica- 
tions—is quite important in the estimation of suicide risk. Reviewing the 
studies in which bipolar II, bipolar I and unipolar major depressive patients 
were analysed separately, it was found that the rate of lifetime history of 
suicide attempts was 24%, 17% and 12%, respectively, while, on the other 
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hand, bipolar IT patients were relatively overrepresented among consecutive 
suicide victims [9]. Our very recent (still unpublished) results also show that 
it is not only the personal history of suicide attempts, but also the family 
history of committed suicide (in first degree relatives) that was significantly 
higher in 28 bipolar II patients as compared to 85 unipolar major depres- 
sives (44% and 25% vs. 19% and 14%, respectively) [10]. 

The possible causes of the extremely high suicidality in bipolar II patients 
(common misdiagnosis resulting in a lack of adequate treatment, high rate 
of psychiatric and medical comorbidity, more frequent violent and serious 
suicide methods) have been discussed by us elsewhere [9]. Investigating the 
prevalence of marital instability in different subtypes of major affective 
disorders in a community sample of the Hungarian population aged be- 
tween 25 and 64 years (N = 3648), we found recently the rate of persons 
with one or more divorce(s)/separation(s) to be 22.9% among those with no 
lifetime history of major affective disorders, while the corresponding figures 
for patients with history of bipolar II, bipolar I and unipolar depression 
were 40.4%, 27.3% and 33.0%, respectively [11]. These results suggest that 
interpersonal conflicts, marital instability and/or family breakdown are 
particularly frequent among bipolar II patients, which may also contribute 
to their high suicidality. 
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1.15 
The Clinical Spectrum of Mania 


Per Bech! 


In his authoritative review, Akiskal has used the spectrum of mania as the 
royal road to the field of bipolar disorders. When mapping the manic 
spectrum Akiskal, the trialblazer, has seen boundaries both in the current 
classification systems (DSM-IV and ICD-10) and in various rating scales and 
questionnaires [1]. Thus, the manic symptomatology goes from schizomania 
at the top to hyperthymia at the bottom. Between these extremes are the 
other categories from mania to hypomania. 

The description of hypomania ranges from the hypomanic episode in 
bipolar II patients to states of hypomania induced by antidepressant treat- 
ment (bipolar III). The mood swings associated with substance and/or 
alcohol use are placed between hypomania and hyperthymia (bipolar 
III1/2). In accordance with ICD-10, cyclothymia is defined by episodes of 
hypomania, not by hyperthymia. In the description of hypomania Akiskal 
prefers ICD-10 to DSM-IV. However, if Akiskal had referred to the ICD-10 
version with diagnostic criteria for research, the algorithm would be real- 
ized to be very close to DSM-IV. 

A trailblazer like Akiskal has no need for DSM-IV algorithms. However, 
for the reliability of the marking of bipolar trails the proposed algorithms in 
his various tables are needed. The use of mania scales measuring severity of 
the manic spectrum such as the Mania Rating Scale (MAS) [2] might be 
superior to the many algorithms covering the various subcategories. Thus, 
the MAS has been standardized [3], showing that the extreme degrees range 
from 33 to 44 (schizomania), severe mania from 28 to 32, moderate mania 
from 15 to 27, hypomania from 10 to 14, hyperthymia from 6 to 9, and 
euthymia from 5 to 0. Ina recent study by Henry et al. [4], an antidepressant- 
induced mania in bipolar patients typically scored 15, i.e. at the border 
between hypomania and moderate mania. Lithium seemed superior to 
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anticonvulsants in preventing this reaction [4]. It has also been shown that 
comorbid bipolar patients with alcohol dependence typically have MAS 
scores around 15 [5]. 

Self-rating scales are not applicable in severe mania, as the patients here 
will play the manic game. In states from euthymia over hyperthymia to 
hypomania it is relevant to use questionnaires completed by the patients 
themselves as is the case in states from anxiety over dysthymia to major 
depression. 

It can be discussed to which extent there is a need for developing new 
scales to cover the milder forms of mania. Thus, the Hopkins Symptom 
Checklist (HSCL-90) includes a mania scale [6], and the Eysenck Personality 
Questionnaire includes the dimension of extraversion in which the choleric 
versus the sanguine temperaments are operating [7]. Both temperaments 
share the characteristic of being changeable, in contrast to the temperament 
of melancholia, which, as a photocopy, has minimal day-to-day variations. 

In the clinical syndrome circle [8], depression and dysthymia are super- 
imposed on anxiety while mania and schizomania are superimposed on 
cyclothymia. When depression in bipolar II éis superimposed on cyclothy- 
mia, states between “double depression” and hypomania fluctuate. Like- 
wise, bipolar IV seems to be unipolar depression in patients with bipolar 
temperaments (extraversion). Such patients have a good outcome on long- 
term lithium therapy [9]. 
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1.16 
The Relevance of a Clinical Approach Towards an Earlier Diagnosis of 
the Bipolar Spectrum 


Maria Luisa Figueira! 


In clinical settings, during the last decades, descriptive phenomenology has 
been progressively replaced by the pragmatic use of operational diagnostic 
criteria included in internationally accepted classification systems. Never- 
theless, major problems might arise from the use of these criteria in clinical 
practice as the only diagnostic tool, with the reduction of complex psycho- 
pathological phenomena to the presence or absence of cross-sectionally 
assessed symptoms. 

A critical example is that of a clinician observing a patient whose most 
evident symptoms are the manic and depressive ones. Presumably, he will 
not feel the need to go further in gathering the subtler clinical phenomen- 
ology, which would make his choice of therapeutic approach a wiser one. 
These considerations arise very clearly from recent research and clinical 
data supporting a broader bipolar concept. A major problem is the difficulty 
of recognizing subthreshold clinical expressions of this complex clinical 
entity. This is not a new issue. For long have several authors, like Weitbrecht 
[1], emphasized the need to search and evaluate hypomanic oscillations in 
the past history of the “endogenous depressive patients”. Also Storring [2] 
described an “uncomplete manic syndrome”, pointing out the difficulties in 
establishing a clear-cut separation from the depressive clinical picture. 
According to this author, some clinically relevant aspects of bipolarity 
“might already be present weeks, months or even years before the full 
blown clinically evident episode”. Furthermore, he emphasizes that both 
“complexity” as well as “apparently contradictory aspects” during “emo- 
tional psychoses” might be due to “simultaneous bipolarity”, i.e., to a 
complex mixture of both manic and depressive symptoms resulting “in an 
extended array of possible diagnostic errors”. 
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In the realm of bipolar disorders, bipolar II is the most under-recognized 
variant. The first episode has generally a depressive polarity, frequently 
with atypical features. To explore subthreshold expressions of mania or 
hypomania (mania mitigata) in the patient’s past history, or to recognize 
partial manic elements intruded in the depressive symptoms, may be diffi- 
cult or require a lot of clinical expertise. The prescription of an antidepres- 
sant in monotherapy is the common choice in this situation. If the patient 
has a bipolar II disorder, one may predict, on the basis of the available 
clinical evidence, an unstable and tumultuous course, or a tendency to non- 
response to antidepressants, or a switch to an excitable state with a mixture 
of both dysphoric and anxiety symptoms, or an increase of underlying 
affective dysregulation, or periods with brief hypomanic states or cyclothy- 
mic episodes, or eventually the full-blown picture of mixed states. 

The introduction of the bipolar II diagnostic category, as well as the 
clinical studies of bipolar spectrum disorders, has generated marked 
changes in the diagnostic and treatment approaches to our bipolar patients. 
In a preliminary study by our group [3, 4], 60 bipolar patients (30 bipolar I 
and 30 bipolar II; DSM-IV criteria) were retrospectively evaluated. Patients 
included in the bipolar II subsample had a mean treatment duration of 18 
years (+/— 9 years), with a the mean time gap between the first clinical 
psychiatric evaluation and the diagnosis of bipolar II disorder of 11 years. 
During this period, depressive episodes dominated the clinical picture both 
in frequency and duration (more than four episodes in 70% of patients), but 
mixed depressive episodes were also present in 53.3% of cases. Dysphoric 
hypomania was recorded in 43.3% of patients. Compared with their bipolar 
I counterparts, bipolar II patients had a significantly higher frequency of 
polymorphic anxious symptoms (40% vs. 16.6%), generalized anxiety, panic 
attacks, episodic obsessive-compulsive disorder, phobias and dissociative 
symptoms. In the subsample of bipolar II patients, a significant positive 
correlation (p < 0.001) was observed between the frequency of mixed epi- 
sodes, clinical instability, poor prognosis and the time to the diagnosis of 
bipolarity. A significant number of these patients, in whom instability and 
tumultuous course was the rule, became stabilized after the introduction of 
anticonvulsants. 

The acceptance of the concept of spectrum in mood disorders should lead 
to a change of our clinical attitude from the anchorage to a rigid set of 
quantified rules to a more clinical comprehensive descriptive approach. 
This should include a more accurate process of diagnosis; an increased 
awareness that some of the clinical expressions can be caused by bipolar 
factors related to a basic affective temperament; the need to systematically 
re-evaluate changes in the clinical picture over time; and, last but not least, 
the necessity for a continuous training both in clinical phenomenology and 
in personality and temperament evaluation procedures. 
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Even if one is aware of the current controversies concerning the concept of 
bipolar disorder spectrum vs. a more categorical approach, clinical evidence 
imposes a more refined and cautious clinical judgement. 
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1.17 
Syndromes, Symptoms and Spectra 


Robert H. Belmaker! 


My personal clinical experience of treating bipolar illness includes 27 years 
of continuous maintenance of an outpatient bipolar clinic with over 150 
patients under treatment at any given time, along with innumerable consul- 
tations on inpatient stays mostly with mania. This experience agrees with 
that of Hagop Akiskal to the effect that many mixed syndromes occur, that 
hyperthymic and dysthymic intermorbid personalities have something to 
do with the course of illness, that relatives of patients often have bipolar II or 
cyclothymic syndromes, and that many unusual illnesses that come to me 
for consultation can be conceptualized as related to bipolar disorder. This 
much I know, but in the sense that I know how to ride a bicycle. I don’t 
know how to make a bicycle nor do I know how to give detailed instructions 
to someone else as to how to ride a bicycle. I certainly do not know how my 
nerves and muscles work to ride a bicycle. A clinician armed with a wide, 
flexible spectrum concept of bipolar illness is probably a better clinician. 
Good clinical work involves interactive treatment trials in a given patient 
until something works, and Type I errors are less damaging than Type II 
errors. Scientific progress, however, is much more damaged by Type I errors 
and a sharp narrow definition of bipolar illness might be more useful for 
biochemical studies and imaging studies, for instance. The use of a large 
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category of “undiagnosed” psychiatric disorder is often useful for the 
researcher although totally irrelevant to the clinician. 

The role of culture in the milder forms of the bipolar spectrum cannot be 
overemphasized. Recently, we reported that Israeli bipolar patients had 
more manic episodes than depressive episodes, compared to European 
data which reported the opposite ratio [1]. Could this be related to the 
Mediterranean temperament? 

Various aspects of the bipolar spectrum concept may or may not be useful 
for guiding genetic or therapeutic research. Does neuroleptic treatment 
clearly help schizotypal personality? Do stroke and cardiac infarction, with 
some common risk factors and genetic risk overlap, have similar treatments? 
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1.18 
Atypical Psychosis: The Other Boundary of Bipolar Disorder 


Tadafumi Kato! 


The concept of bipolarity presented by Hagop Akiskal is a good clue for all 
psychiatrists to find an alternative and effective treatment strategy in pa- 
tients who might have received a diagnosis of unipolar depression according 
to classical diagnostic systems. Since nothing should be added to his thor- 
ough and well-organized review, I would like to comment on one topic, the 
other boundary of bipolar disorder, which may be specific to Japan. 
Although DSM-IV is generally used in research and education in Japan, 
many psychiatric experts are still influenced by traditional clinical diagnostic 
practice. In particular, the traditional diagnosis of “atypische Psychose” 
(atypical psychosis) still has some impact on clinical practice, especially in 
the Western part of Japan. The concept of atypical psychosis was proposed by 
Mitsuda [1] in Japan based on his hypothesis that there is a genetically 
different category between schizophrenia and manic-depressive illness. Its 
conceptual framework was subsequently established by Hatotani [2] in the 
1960s. The Japanese concept of atypical psychoses focuses on the “alteration 
of consciousness” and the nosological relationship to epilepsy. This concept 
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is close to bouffée delirante (French traditional diagnosis), Degenerationsp- 
sychose (according to Kleist), or zykloide Psychosen (according to Leonhard). 
These categories are characterized by acute onset, phasic course, complete 
remission between psychotic episodes, and confusion, just like that observed 
in mild delirium. Needless to say, these characteristics resemble those of 
bipolar disorder. Although it is true that some patients having these features 
should be diagnosed as “psychotic disorder not otherwise specified” accord- 
ing to DSM-IV, many other patients having such symptoms can receive a 
DSM-IV diagnosis of bipolar disorder. However, in the Western part of Japan, 
patients having psychotic features, catatonic features, or confusion during 
manic episodes may receive a diagnosis of “atypical psychosis” and no 
specific DSM-IV diagnosis. When they are diagnosed according to the ICD- 
10 system, they tend to receive a diagnosis of acute and transient psychotic 
disorder. In some Japanese psychiatric wards for acute psychotic patients, no 
patients with bipolar disorder are admitted. On the contrary, many patients 
with “atypical psychosis” are admitted. This may lead to an under-diagnosis 
of bipolar disorder, especially the one with catatonic features, in Japan [3]. 

The concept of atypical psychosis led to important clinical achievements 
in Japan, such as prophylactic treatment with thyroid hormone, and predic- 
tion of good prognosis of acute psychotic episodes based on their symptom- 
atology. However, the inter-rater reliability for this diagnosis was much 
lower than that for schizophrenia and bipolar disorder [4, 5]. If this diagno- 
sis is overused, it can cause confusion in clinical practice. 

However, it is also true that some patients have recurrent psychotic epi- 
sodes that cannot be diagnosed as bipolar or as schizophreniform disorder, 
because they do not have any signs of mania or depression, or delusions and 
hallucinations. The diagnostic classification of these cases should be studied 
further. 
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INTRODUCTION 


Bipolar disorders are severe and chronic diseases. Many researchers and 
clinicians tend to see only brief “snapshots” of the long-term course of these 
disorders: the weeks in which a patient is admitted to an acute hospital 
ward or takes part in a scientific study. Physicians and psychiatrists in 
primary care or community mental health professionals may get a longer 
perspective of the illness. But, most of all, the patients themselves and their 
families experience the burden of the disease. For them, the question of 
prognosis is essential. 

There is a further, more theoretical, reason why course and outcome are 
essential aspects to understand bipolar disorders: in the mid- and late 19th 
century, Falret [1, 2], Kahlbaum [3], Kraepelin [4] and other authors ex- 
pressed the view that long-term rather than cross-sectional observation is 
essential for a valid diagnosis. Quite often the diagnosis of bipolar disorder 
can be correctly made only during the long-term course of the illness, as in 
the majority of cases the first episode of the disorder is depressive [5]. Thus, 
the concept of bipolar disorder is fundamentally defined by its (further) 
course. 

According to Kraepelin, essential to manic-depressive insanity is its more 
favourable prognosis, in contrast to dementia praecox, although he also 
observed, as modern research has confirmed, that persistent alterations in 
bipolar (and unipolar) disorders are not rare [6]. 

Is the ““Kraepelinian binary system” indeed dead, as Tim Crow [7] stated 
some time ago? Kraepelin reported that episodes of manic-depressive insan- 
ity never lead to the same severe personality changes (“Verblódung”) as 
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schizophrenic psychoses. Half a century earlier, Falret had described folie 
circulaire quite differently, as a “terrible . . . incurable form of insanity” [1, 2]. 
According to Kraepelin, there is no regular pattern in the course, while Falret 
described a nearly perfect regularity. Both these authors regarded course, 
outcome and prognosis as essential for their definition, but they drew oppos- 
ite conclusions. Modern research does not support fully either Kraepelin’s or 
Falret’s description. The truth lies somewhere in the middle. Several decades 
after the above contributions, the monographs of Jules Angst [8] and Carlo 
Perris [9] initiated a series of studies which have proved that bipolar disorder 
is neither an entirely benign nor a totally malign illness. The history of bipolar 
disorder constantly oscillates between these two poles, although all authors 
agree on one basic assumption: only the observation of course and outcome 
can adequately characterize bipolar illness. 


DEFINITIONS AND METHODOLOGICAL ISSUES 


There is some confusion in the literature concerning the terms prognosis, 
course and outcome. The term prognosis actually includes course and outcome. 
The term course has been used sometimes as an equivalent of outcome, but 
this is not appropriate, as outcome is only one aspect of course, the end- 
point of course in a defined period of time [6, 10]. The course of bipolar 
disorders (as of any other mental disorder) includes all phenomena which 
occur after the onset of the illness [11]. The most important features of the 
course are the following: 


onset of the disorder (i.e., type of onset, age of onset, precipitation) 

e episodes (i.e., type of episode, number, frequency, length) 

e cycles Oe, number, length, frequency, intervals, persisting symptoms, 
stability of symptom constellation or syndrome shift) 

e activity of the episodes (i.e., re-manifestation during a defined period of 
time) 

e outcome (the end-point of course in a defined period of time). 


In many studies course and outcome are grouped together under the 
heading “prognosis”. Sometimes the expression “good prognosis” is used 
to mean few episodes; sometimes to mean full remission or recovery [5, 12— 
14]. Tohen et al [15] proposed criteria to differentiate between syndromic 
and functional recovery. Functional recovery was defined as the return to 
the premorbid level of psychosocial activity. 

There are considerable differences concerning the definition of episode. 
The MacArthur Foundation Research Network [16] defines an episode as a 
period of a certain length “during which the patient is consistently within 
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the full symptomatic range on a sufficient number of symptoms to meet 
syndromal criteria for the disorder”. Nevertheless, in bipolar disorder there 
is the problem of the demarcation of two separate episodes. Concerning 
rapid cycling, the DSM-IV requires either a switch to a mood state of 
opposite polarity or a period of remission lasting two months to delineate 
a new episode. Quite differently, in the Research Diagnostic Criteria (RDC, 
[17]), one episode can consist of states of opposite polarity. Therefore, only if 
one disregards the DSM-IV definition, episodes can be viewed as mono- 
phasic, biphasic and polyphasic, as does for example the National Institute 
of Mental Health (NIMH) Collaborative Program on the Psychobiology of 
Depression. Then, a monophasic episode is exclusively manic or depressive. 
A biphasic episode consists of one (hypo)manic and one depressive episode, 
although not necessarily in that order. A polyphasic episode includes at least 
two switches in polarity. 

Course and outcome can be assessed with different methodologies. A 
truly prospective design is obviously superior to a retrospective design, as 
prospective studies tend to lead to data with higher validity. But retrospec- 
tive studies or, preferably, studies with both a retrospective and a prospec- 
tive observation time are essential for the design and goals of purely 
prospective studies. Certain aspects of the prognosis of bipolar disorders, 
like the development of persisting alterations, syndrome shift etc., depend 
on the duration of the illness. At the same time, to perform a truly prospec- 
tive study is far more difficult (longer study duration, change of diagnostic 
systems over time, new therapies, etc.). A compromise may be the concept 
of a catch-up study. A “catch-up” design [18] means that index information, 
e.g. diagnosis or psychopathology, comes from case records and is therefore 
retrospectively assessed, while present data are assessed by “catching up” 
with the former patients and actively examining them. High drop-out rates 
limit the relevance of results significantly (low generalizability), as lost- 
to-follow-up subjects have been shown to be the most impaired ones in 
the context of psychiatric epidemiological studies [19]. 

The observation time (length of the follow-up) is crucial. Because of the 
long duration of the illness, some aspects can be observed only later during 
the course. Therefore, long-term studies (more than 10 years) have the 
highest validity regarding prognosis. For obvious reasons, they are difficult 
to carry out and consequently rather scarce. Therefore, medium-term (4-9 
years) and short-term (1-3 years) studies complement our knowledge. With 
observation periods shorter than one year, it is very unlikely to come to 
relevant conclusions concerning the natural course of bipolar illness, as the 
natural duration of one episode lies in this interval. Therefore, such studies 
can only give information concerning the course of acute episodes [14, 20]. 

Finally, there is the distinction between controlled and naturalistic studies. 
The former “control” for certain variables, which may modify course and 
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outcome, such as treatment. They aim to keep such modifying variables 
constant during the observation period. Naturalistic studies observe course 
and outcome without interfering with the natural course of the illness 
(including available treatment). Nevertheless, a strict distinction between 
naturalistic and controlled studies has its limits: on the one hand, it is impos- 
sible to control for all relevant variables that may influence course and 
outcome; on the other, the inclusion of a subject in a naturalistic study 
may already alter his behaviour. There is a great number of naturalistic 
studies, which stem from certain specialized outpatient clinics, mostly lith- 
ium clinics. Such studies are a good chance to collect data on course and 
outcome prospectively, especially as one confounding variable (treatment) 
is kept constant. At the same time, one has to be aware that subjects from 
such studies may be even more selected than in most other naturalistic 
studies, as motivation and compliance are bound to be better in the patients 
who attend such clinics, compared to those who fail to do so. 


LONG-TERM NATURALISTIC STUDIES (Table 2.1) 
“Classical” Studies Before 1966 


Due to their great number of patients included, the long observation periods, 
and often an excellent clinical and psychopathological basis, some of the 
“older” long-term naturalistic studies on the prognosis of bipolar disorders 
are very valuable. Nevertheless, they have some obvious shortcomings, as 
for example the fact that the distinction between bipolar and unipolar 
illnesses was not always followed. Also, operational criteria or other explicit 
definitions were not available. Related to this is the fact that since the 1970s— 
especially in North America [21]—the concept of schizophrenia has become 
narrower [22], and the concept of bipolar disorder broader [23]. 

It is not always easy to draw a clear demarcation between “old” and 
“new” studies. We decided to use the year 1966 as a turning-point, as in that 
year the influential studies by Angst [8] and Perris [9] were published, 
which showed that the Kraepelinian unitary concept for affective disorders 
was not valid. These two studies supported the view of those who had 
regarded unipolar and bipolar disorders as separate entities before 1966, as 
for example Kleist [24] and Leonhard [25]. 

Some of the most well-known studies before 1966 were those by Wertham 
[26] (2000 patients!, 12 years of follow-up), Rennie [27] (66 patients, 26 years 
of follow-up), Lundquist [28] (103 patients, 30 years of follow-up), Kinkelin 
[29] (57 bipolar patients, 1-27 years), Hastings [30] (67 patients, 6-12 years) 
and Bratfos and Haug [31] (42 patients, 1-12 years). These studies showed 
that after a sufficiently long duration of the illness approximately 25% of 
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patients with a bipolar disorder developed persisting alterations concerning 
psychopathology and social functioning [14, 32]. 


“Modern” Studies 
The NIMH Collaborative Program on the Psychobiology of Depression 


The NIMH Collaborative Program on the Psychobiology of Depression 
observed bipolar patients prospectively up to 15 years in a large naturalistic 
study. One 10-year follow-up report of 165 patients with bipolar I disorder 
(drop-out rate 29%) focused on comparison of “poor-prognosis” and (non- 
poor-prognosis) “control” bipolar subjects [33]. Poor prognosis was defined 
as belonging to the highest quartile of a morbidity index for the last three 
consecutive years. 16% of the patients fulfilled this criterion. The poor- 
prognosis group had significantly lower levels of social functioning and 
satisfaction at the 10 year follow-up (for example, the mean Global Assess- 
ment Scale (GAS [34]) score was 40 versus 70). As in many other studies, 
baseline variables had little power to predict a poor outcome. On the other 
hand, some course variables were predictive: the poor-prognosis group had 
fewer (three versus five), but longer episodes (83 versus 28 weeks) and more 
polyphasic episodes (58% versus 24%) than controls. Here, one has to be 
aware that this study used RDC for an episode. Therefore, polyphasic 
episodes were counted as one episode (in DSM-IV they would make three 
or more episodes). Looking at cycles according to DSM-IV criteria, poor- 
prognosis subjects had more (7.6 versus 4.1) and shorter (66 versus 131 
weeks) cycles. Furthermore, poor-prognosis subjects developed delusions 
during the course of the illness more often than controls (63% versus 31%). 
No differences concerning treatment were observed between the two 
groups. In contrast to the “kindling” or “sensitization” hypotheses [35], 
neither the poor-prognosis nor the control group showed a significant 
shortening of cycle length during the observation period. 

Another report from the same cohort [36] included 15-year outcome 
results in 113 bipolar I patients (drop-out 37.2%). In this analysis, an un- 
favourable outcome was defined as suffering from symptoms of major 
depressive disorder (MDD), schizoaffective disorder or mania during the 
entire 15th year of follow-up. 20% of the patients had such a bad outcome. 
The study employed measures of social functioning in a subsample. Here, in 
some respects, the outcome was even worse: 34% of all patients suffered 
from moderate to marked impairment concerning employment and 27% 
concerning friendship. Again, all baseline variables failed to have any 
predictive power with respect to the 15-year outcome, while one course 
variable did so: a high rate of depression (but not mania) in the first two 
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years of follow-up correlated with a less favourable outcome and higher 
rates of depression after 15 years. The authors therefore discussed—as 
others before [37, 38]—the existence of a depression-prone subtype of bipo- 
lar disorder with a less favourable course. 

The NIMH study also presented data on the diagnostic stability of affec- 
tive disorders [39]. In an analysis of the 10-year course, 5% of the initially 
non-bipolar probands developed mania (thus becoming bipolar I) and 5% 
developed hypomania (thus becoming bipolar ID during the observation 
period. The switch rates from bipolar II to bipolar I were higher: the Kaplan- 
Meyer survival analysis indicated a switch rate of over 14% in 10 years. In 
an analysis of the predictors of conversion from unipolar to bipolar [40], it 
was shown that conversion from unipolar to bipolar I correlated with more 
severe index episodes, while most other variables were non-predictive. In 
contrast, conversion from unipolar to bipolar II was predicted by a certain 
personality profile: such converters had exhibited more “mood lability’, 
more “energy-activity” and more “daydreaming” at baseline. During the 
course of the illness, compared to unipolars, “bipolar II converters” were 
more socially withdrawn, they were more often engaging in minor anti- 
social acts and they showed evidence of poorer long-term occupational or 
educational adjustment (job changes, unemployment, etc.). 

A further report [41] analysed 10-year recurrence rates in 186 bipolar 
patients. Although progressively longer symptom-free periods were clearly 
associated with lower relapse risks over the subsequent four years, there- 
after this effect dissipated. Seven years after recovery, the cumulative likeli- 
hood of recurrence was four in five for all bipolar patients and two in three 
for those whose index episode had been followed by at least three years 
without symptoms. Even with sustained lithium prophylaxis, the likelihood 
of at least one recurrence exceeded 70% within five years of recovery. 


The Zurich Study 


In prospective observations [38, 42-46] of up to 220 bipolar patients over a 
period of—finally—28 years, Angst and coworkers’ assessments were con- 
tinued until finally the majority of the cohort had died (mostly for natural 
causes, though 8% committed suicide). The annual switch rate from unipolar 
to bipolar—186 unipolar patients were also followed-up—was 1% per year 
(24% during the whole observation period). The only significant predictor 
for a unipolar-to-bipolar switch was an earlier age of onset of depression. 
21% of the bipolars developed mood-incongruent psychotic features during 
the follow-up and were reclassified as schizoaffective. Compared to unipo- 
lars, bipolars had more and shorter episodes (0.2 versus 0.4 episodes per 
year, median length 4 versus 5-6 months), which resulted in more frequent 
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hospitalizations. The median cycle length was 32 (“pure” bipolar) and 35 
(schizobipolar) versus 54 (pure unipolar) and 62 (schizodepressive) months. 
The fact that the schizoaffective forms resembled their affective counterparts 
so closely led the authors to the conclusion that “schizophrenic symptoms, 
present in schizodepressives or schizobipolars, do not change the length of a 
cycle”. Interestingly, the overall medians of episode length were not differ- 
ent from those reported in the pre-pharmacological era, which supports the 
assumption that “modern pharmacotherapy does not really lead to shorter 
episodes, but only suppresses symptoms”. Overall, there was a decrease of 
cycle length with increasing cycle number. 16% of the bipolars showed 
chronicity (defined as an episode lasting at least 24 months with GAS scores 
constantly under 61). A recovery (defined as 5-year remission) occurred in 
only 16% of all bipolar cases (versus 26% in unipolars). In an earlier report 
[44] on 95 bipolar patients (observation time 23.8 years), Angst found that 
24% of all bipolar patients had residual symptoms, 82% had experienced 
another episode (mean number 9), with a median length of three months. All 
reports from this cohort compare affective and schizoaffective disorders and 
come to the conclusion that bipolar affective and schizoaffective disorders lie 
on a continuum, with schizoaffective bipolar disorder tending to be a quan- 
titatively more severe form. For example, where 24% of bipolar patients 
developed residual symptoms, the percentage for bipolar schizoaffective 
patients was 57% [44]. To our knowledge this report was the first to distin- 
guish between bipolar and unipolar schizoaffective disorder. 


The Iowa-500 Study 


Due to its methodological accuracy (for example, the use of a non-psychi- 
atric control group) and its long observation period (35 years), the Iowa-500 
Study [47] is one of the most important psychiatric follow-up studies carried 
out up to now. After 35 years, 100 patients originally admitted for mania 
showed a better course than well-matched schizophrenic patients; at the 
same time, their outcome was worse than that of surgical controls. Combin- 
ing different measurements (both clinical and social), outcome was good in 
64% of bipolar patients, fair in 14% and poor in 22%. Schizoaffective and 
bipolar affective disorders had in many respects a comparable course and 
outcome, but schizoaffective disorder was more severe [48, 49]. 


The Chestnut Lodge Follow-Up Study 


Only a relatively small subsample (n = 19) of the Chestnut Lodge follow-up 
sample (N = 226) suffered from bipolar affective disorder [50]. After almost 
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16 years of follow-up, five (26%) of them lived in a “hospital or sheltered 
environment”. Global functioning was poor (“continuously incapacitated”) 
for six (82%), while two (11%) had fully recovered. In a later report [51], 28 
patients with adolescent-onset mania were compared to 26 adult-onset 
manic patients. After a mean of 15 years, patients with adolescent-onset 
mania presented with more psychotic symptoms and greater chronicity 
than adult-onset ones. However, the long-term (15-year) outcome of the 
adolescent-onset patients was comparable to or better than that of the 
adult-onset patients. Nevertheless, this could have been an age effect, as at 
follow-up the age difference was significant. 


The Cologne Study 


The Cologne Study of Marneros et al [5, 52-58] is a long-term naturalistic 
study involving 402 patients, who were personally assessed by the authors. 
Additionally to the “catch-up” results, the course of the illness during a 25- 
year period was evaluated. Episodes were defined according to DSM-III-R 
criteria. The final diagnoses at catch-up were affective disorder (n = 106), 
schizoaffective disorder (n = 101) and schizophrenic disorder (n = 148). 
Affective disorders were dichotomized into bipolar (n = 30) and unipolar 
(n = 76) forms, as well as schizoaffective disorders (bipolar: n = 56; uni- 
polar: n = 45). 33% of the bipolar affective patients (compared to 37% of the 
unipolar affectives) and 52% of the bipolar schizoaffectives (compared to 
36% of the unipolar schizoaffectives) suffered from persisting alterations at 
catch-up. Bipolar affective patients had suffered from a median of 5.0 
episodes, bipolar schizoaffectives from 5.7, both with a median length of 
two months. 17% of the bipolar affectives and 29% of the bipolar schizoaf- 
fectives had made suicide attempts during the observation period. The 
mean GAS score in the two groups was 85 (bipolar affective) versus 75 
(bipolar schizoaffective) (median 95 versus 83) at catch-up. Social adjust- 
ment as assessed with the Disability Assessment Schedule (DAS, 59) was 
moderate to low for 20% of the bipolar affective and 36% of the bipolar 
schizoaffective patients. 29% of the bipolar affective and 53% of the bipolar 
schizoaffective subjects had a negative outcome concerning employment 
and 29% (bipolar affective) versus 26% (bipolar schizoaffective) concerning 
social situation. Overall, 12% of the bipolar affective and 28% of bipolar 
schizoaffective subjects did not live independently at catch-up. 


A Danish Case Register Study 


A Danish case register study [60-62] analysed retrospectively the data of 
more than 20000 patients with affective disorders (ICD-8/ICD-9). Almost 
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9200 of these had recurrent episodes during an observation period of 23 
years, with 2903 suffering from recurrent bipolar disorder. In the study, 
“admission to hospital” was equalled with “expression of episode”. Such 
episodes did not become shorter during the course of the illness. The mean 
length of such an ““episode’’—or rather the mean duration of a hospital 
admission—was 5.3 weeks for patients with an initial manic episode. Inter- 
estingly, the only variable which predicted recurrence was a high number of 
previous episodes. Gender and age did not have predictive power in this 
respect. Finally, the authors came to the unexpected observation that, in 
spite of better treatment methods and a sharp reduction of available hospital 
beds during the 23 years of the observation period, the duration of hospital 
admission actually increased over time. Possible explanations might be the 
tendency to admit only severe cases, to admit them later in the episode (due 
to lower bed capacities) and thus prolong episodes or—and this might be a 
challenging hypothesis—a worsening of the natural history of bipolar dis- 
orders over time. 


The Chicago Follow-Up Study 


A 10-year outcome report from the Chicago Follow-Up Study [63], concern- 
ing 210 patients with schizophrenia, schizoaffective disorder, affective dis- 
orders and mood-incongruent psychotic disorder, found that the outcome of 
schizoaffectives was better than that of schizophrenics but poorer than that of 
patients with psychotic affective disorders. Mood-incongruent psychotic 
symptoms had negative prognostic implications. No separate analysis for 
unipolar versus bipolar patients was provided in this specific report. 


A Retrospective Analysis from Milan 


In a retrospective analysis of the prior course of 244 bipolar and 182 uni- 
polar patients, who were admitted to inpatient treatment in Milan, Italy, the 
average duration of the illness was 14.4 years, with an average of 4.4 
episodes [64]. A shortening of cycles during the course of the illness was 
noted. Furthermore, bipolar disorder (versus unipolar disorder) was pre- 
dictive for a higher frequency of episodes, as was a manic first episode 
(although this effect “disappeared” after the third episode). Other baseline 
variables were unrelated to the cycle frequency. As in other studies, the risk 
of recurrence increased with the number of previous episodes. The authors 
acknowledge that their observations may be due to the fact that all subjects 
were recruited in a clinical setting and then retrospectively assessed. There- 
fore, unfavourable courses are likely to have been over-represented. 
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The Outcome Study of the Taipei City Psychiatric Centre 


In an analysis from Taiwan [65], 101 bipolar patients were retrospectively 
(15 years) and prospectively (2 years) assessed. With a mean age of 47 years, 
the mean length of illness was almost 25 years. Patients had a mean number 
of 9.2 episodes. 22% had a history of rapid cycling, 10% of substance abuse 
and 59% of psychotic symptoms. The overall outcome was poor in 16% of 
cases, fair in 36% and good in 48%. Overall, the authors come to the 
conclusion that, in spite of the low prevalence of substance abuse in Taiwan, 
the overall outcome is not better than in Western cohorts with high rates of a 
history of comorbid substance abuse (30-50%). 


A Meta-analysis 


MacQueen and co-workers [66] have pooled data from 17 patient cohorts 
from already published studies. Their meta-analysis reports of 1450 bipolar 
patients observed for up to 15 years. Between 30 and 60% of these patients 
had detectable levels of psychosocial impairment at follow-up. Low 
premorbid social and functional status, presence of psychosis during course, 
a high number of prior admissions or past episodes, a high number of past 
depressions and a history of alcohol/substance abuse were found to be 
predictive for a negative psychosocial outcome in many but not all studies. 


MEDIUM-TERM NATURALISTIC STUDIES (Table 2.2) 


Further Analyses from the NIMH Collaborative Program on 
the Psychobiology of Depression 


In a five-year outcome report for patients with “mixed /cycling” episodes 
[67], out of 172 subjects with bipolar I disorder, 76 had mixed or rapid cycling 
symptoms, with a clear preponderance of rapid cycling (more than 90% rapid 
cycling versus less than 10% mixed). A mixed/cycling index episode at study 
intake predicted a longer time to remission (median 17 weeks) than after a 
purely depressive (11 weeks) or a purely manic episode (5 weeks). Asin nearly 
all studies reviewed so far, a greater number of previous affective episodes 
predicted further recurrence in all groups. Nevertheless, at the same time, the 
remission time from the index episode was shorter for patients with more 
previous episodes. Psychotic features during a mixed/cycling index episode 
were predictive for a later remission (37% probability of recovery after six 
months versus 65% for non-psychotic mixed/cycling patients). Chronicity 
(defined by non-remission) after five years occurred in none of the manic 
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index patients, 11% of patients with depressive index episode and 17% of the 
mixed/cycling patients. Relapse during five years occurred in 81% of the 
manic index patients and 91% of patients with a mixed /cycling index episode. 

Further analyses by Coryell and co-workers from the NIMH study 
focuses on different aspects of course and outcome of bipolar disorders. In 
one analysis [68], 64 bipolar II patients had a better course than 53 bipolar I 
patients. Compared to a large group with major depression (n = 442), all 
three groups exhibited similar times to recovery from index and subsequent 
major depressive episodes, but bipolar groups had substantially higher 
relapse rates and developed more episodes of major depression, hypomania 
and mania. The two bipolar groups differed by the severity of manic-like 
syndromes and thus remained widely diagnostically stable; the bipolar II 
patients were much less likely to develop full manic syndromes or to be 
hospitalized during follow-up. During five years, 64% of the bipolar I and 
48% of the bipolar II patients were re-hospitalized. Nevertheless, like Akis- 
kal et al.’s paper [40] proved later for unipolar to bipolar II converters, work 
impairment after five years was greater in the bipolar II than in the bipolar I 
group (mild to severe work impairment: 42% versus 30%). Concerning 
psychosocial outcome variables, no significant differences occurred be- 
tween the two bipolar groups. 

The psychosocial consequences of illness in 148 patients with bipolar and 
240 with major affective disorder were assessed after a five-year follow-up 
and compared to matched relatives as a control group [69]. All affective 
disorder subjects were significantly more likely to report declines in job status 
and income at the end of follow-up and significantly less likely to report 
improvements. 55% of the bipolars and only 27% of the controls experienced a 
“decreased occupational status from lifetime best” at follow-up and 32% 
versus 13% had experienced a decrease of annual income since intake. Inter- 
estingly, while bipolar subjects were less likely to have ever been married 
(32% unmarried versus 15% in controls), the ones who were married did not 
report a poorer relationship with spouses (including sexual activities), while 
unipolars did experience such a worsening of “marital functioning”. Subjects 
with remission sustained throughout the final two years of follow-up showed 
severe and widespread impairment in spite of this remission. 

Inananalysis of rapid cycling [70], it was shown that 45 bipolar patients, who 
developed a rapidly cycling bipolar course during the first year, were—in com- 
parison with 198 patients who showed a non-rapidly cycling bipolar course— 
more likely to be female and to have exhibited depression, hypomania, or 
cycling between depression and hypomania within the index episode. Rapid 
cycling was associated with a significantly lower likelihood of recovery in the 
second year of follow-up (44% versus 68%) but not in the third, fourth, or fifth. 
Nevertheless, the likelihood of a final follow-up year entirely free of affective 
symptoms was greater in the non-rapid cycling group (41% versus 26%). 
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Two posthumously published analyses from the legacy of George Wino- 
kur [71, 72] looked at the NIMH data in the light of the hypothesis concern- 
ing the close link between substance abuse and bipolar disorder. A high 
comorbidity rate between alcoholism and bipolar disorder was found at 
study intake (more than one-third), with an impressive male preponder- 
ance. Nevertheless, during the five years of observation some unexpected 
results were found. The overall course of patients with alcohol plus bipolar 
disorder was no more unfavourable than the one of patients with bipolar 
disorder only concerning such outcome measures as number of episodes, 
number of weeks in hospital and frequency of psychotic features. If one 
distinguished between primary alcoholic patients (alcoholism before bipo- 
lar disorder) and primary bipolar patients (bipolar disorder before alcohol- 
ism), the latter were female in majority (63% versus 29%). Primary bipolar 
patients relapsed earlier than primary alcoholic patients (median 49 versus 
73 weeks). Furthermore, primary bipolar patients tended to have a higher 
chronicity rate than primary alcoholic patients (17% versus 3%). Unexpect- 
edly, the course of alcoholism during the observation time was rather 
favourable. After five years, 95% of the primary bipolar and 75% of the 
primary alcoholic patients had remitted concerning alcoholism. Data from 
the 10-year follow-up indicated that the rate of alcoholism had even de- 
creased from 30% to 1%. Nevertheless, one has to be cautious concerning 
selection effects during the 10-year follow-up period, as it is well known 
that in drop-outs substance abuse tends to be over-represented. Neverthe- 
less, Winokur’s data do not support the conviction that comorbid alcohol- 
ism is a risk factor for an unfavourable course of bipolar disorder. 


The McLean Outcome Study 


Winokur’s results may be seen as partly divergent from those of Tohen et als 
[73] prospective study on manic patients. 75 patients with mania were pro- 
spectively assessed over four years. 51% had not relapsed after one year, 33% 
after two years and 28% after four years. The median time in remission was 
one year. The longer a patient was in remission, the better were the chances to 
remain in remission. Psychosocial outcome was better after four years than 
after six months. Nevertheless, after four years 28% were unable to work or 
study. There was a marked correlation between inter-episode symptoms and 
occupational and residential impairment. No baseline variable was found to 
be predictive for inter-episode changes. Predictors for an unfavourable out- 
come included poor occupational status prior to index episode, history of 
previous episodes, history of alcoholism, psychotic features and symptoms 
of depression during the index manic episode, male gender, and inter-epi- 
sode affective symptoms at six-month follow-up. In a further analysis [74], it 
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was clearly shown that a mood-incongruent psychotic manic episode with 
Schneiderian first-rank symptoms was particularly predictive for an un- 
favourable outcome. Overall, patients with a mood-incongruent index epi- 
sode relapsed earlier than patients with a mood-congruent index episode 
(median time 8 versus 33 months). In another subsample of 24 first-episode 
patients [75], again psychotic features during the index episode and a history 
of alcoholism were predictive for an earlier relapse. After four years, 58% of 
the patients had relapsed. Patients who had inter-episode symptoms after 
four years were psychosocially impaired in various areas. 


The Chicago Follow-Up Study 


One has to be aware that shorter follow-up periods “are associated with 
higher estimates of chronicity because they include patients while still in 
the episode who would eventually recover if followed long enough” [14]. The 
Chicago Follow-up Study [76-78] has supported this: in bipolar patients, the 
4.5 year outcome was better than the 2-year outcome. The prospective and 
naturalistic observation of 51 bipolar patients showed that, after 4.5 years, 
41% of the patients had good functioning, 37% moderate impairment and 
22% poor functioning. Fewer than half of the bipolar patients were able to 
maintain adequate role performance (including work performance). A cohort 
of unipolar depressive patients (n = 49) as a comparison group did some- 
what better. 45% of the bipolars were re-hospitalized during the observation 
time. Patients who had a relapse in the year prior to the follow-up did worse 
at follow-up than the ones without a recurrence. Only two baseline variables 
had a (negative) effect on outcome measures: a higher number of hospitaliza- 
tions before the index episode and the presence of psychotic symptoms. 


The UCLA Study 


The UCLA Study [79] used a specialized outpatient clinic to observe a 
cohort of 82 bipolar patients prospectively for a mean of 4.3 years. Although 
they all received ‘aggressive pharmacological maintenance treatment”, 37% 
relapsed in the first year, 73% in five years. 66% had multiple relapses. The 
mean “survival” time (until first relapse) was 2.9 years. Nevertheless, only 
17% of all patients stayed euthymic or minimally symptomatic throughout 
the follow-up. 15% of all patients spent more than half of the follow-up 
time symptomatic and another 15% did so for 25-50% of the follow-up time. 
Occupational outcome was good in 28% and poor in 35%. Social, family 
interaction and functional outcome measures were somewhat better than 
occupational outcome. A greater number of previous episodes and a history 
of psychotic symptoms, but no other baseline variable, were predictive for 
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an unfavourable course. A great number of previous depressive episodes 
correlated with low levels of family and social outcome. Furthermore, the 
authors tested the hypothesis that “poor social, work, and family function- 
ing are also stressors that may contribute to further episodes”. In a Cox 
regression, only one difference reached statistical significance: “those with 
better job functioning avoided relapses better over time than those with 
poor job functioning”. In a hierarchical multiple regression analysis, psy- 
chosocial factors were significantly related to time of first relapse, although 
they did not explain more than 7% of the corresponding variance. 


An Analysis from Heidelberg 


In a study from the University of Heidelberg, Germany [80], 77 bipolar 
patients were assessed with standardized instruments after discharge from 
inpatient treatment for bipolar disorder. Five years later they were re-assessed 
with a drop-out rate of only 8%. 48% had been re-hospitalized during the 
observation period, 37% even repeatedly. 52% were able to work in the last 
two years before re-assessment, without having any days off, while 9% were 
off work for more than nine months in these two years. In their multivariate 
analysis, the authors found that the number of previous episodes was strongly 
correlated with the number of re-hospitalizations. There were additional 
factors, which were even more predictive for re-hospitalization: a high 
mania versus depression ratio, schizotypic features, low scores of initiative / 
motivation, discrete negative symptoms and fewer signs of a syntonic person- 
ality, which the authors interpret altogether as persisting alterations. 


The Duration of Mania: An Analysis from Pisa and San Diego 


Perugi et al [81] analysed the duration of manic episodes in 155 subjects. 
Interestingly, despite state-of-the-art therapies, 13% had a chronic course 
(defined by an index episode longer than two years). For most baseline 
variables, there were no differences between chronic and non-chronic 
manic patients—except for the fact that chronic patients had more previous 
hospitalizations and more psychotic features than non-chronic patients. 


SHORT-TERM NATURALISTIC STUDIES (Table 2.3) 


Long-term changes in bipolar disorder are easily overlooked in short-term 
studies. The Cologne Study [5, 10, 57], for example, showed that persisting 
alterations were found in schizophrenic patients after a mean of one year, in 
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schizoaffective patients after a mean of five years and in affective patients 
after a mean of nine years. Therefore, most short- and medium-term studies 
would overlook such personality changes. As the number of medium- and 
long-term outcome studies has grown considerably during the last years, 
short-term studies are of interest when they focus on special aspects of 
bipolar disorders and thus complement our knowledge. Therefore, our 
following overview is not intended to be complete. 


The Harvard—McLean First Psychosis Project 


In a large and well-designed prospective study of 219 patients with a DSM- 
IV first-episode major affective disorder with psychotic features, 159 pa- 
tients had a manic first episode (41 mixed manic) [82]. After two years, 99% 
of the bipolar patients had achieved syndromal recovery, but only 40% had 
reached functional recovery. The “mixed manic” versus “pure manic” 
episode distinction did not lead to significant differences concerning out- 
come. A shorter time to syndromal recovery was predicted by: 


low depression severity at baseline, 
functional recovery by six months, 

a short length of hospital stay, 

an age of more than 30 years at hospital stay, 
high GAS scores at six months, 

being employed, 

having bipolar (versus unipolar) disorder and 
being married. 


Nevertheless, in multivariate analysis only the first four variables remained 
predictive. Functional recovery was predicted by: 


a short length of hospital stay, 

an age of more than 30 years at hospital stay, 
syndromal recovery by six months, 

no axis I comorbidity and 

high GAS scores at six months. 


Here, in multivariate analysis only the first two variables remained predic- 
tive. All other baseline and course variables failed to reach significance. 


The Cincinnati Studies 


There are several studies from the University of Cincinnati, which investi- 
gate the short-term outcome of affective psychosis with a refined method- 
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ology. One analysis [83, 84] looked at the 12-month outcome after first 
hospitalization for bipolar disorder. The lost-to-follow-up group consisted 
of more patients with substance abuse and lower socioecononic status. Of 
the remaining 64 patients, 61% were in syndromatic, 39% in symptomatic 
and only 36% in functional remission after 12 months. Even one-third of 
these follow-up patients had exhibited poor treatment compliance (versus 
41% with good compliance). Good treatment compliance was a predictor for 
syndromatic remission, but not for symptomatic or functional remission, 
which went along with higher socioeconomic status and good premorbid 
functioning. An unexpected finding was that functional recovery was better 
in mixed (52%) than in pure manic (28%) patients. Overall, the presence of a 
substance abuse disorder, although frequent, was not directly predictive for 
a poorer outcome in the follow-up group, although it was a risk factor to 
belong to the potentially more unfavourable lost-to-follow-up group. In a 
related report, Keck et al [85] observed the 12-month course of 106 bipolar 
patients, who were not necessarily first-episode patients. Although syndro- 
matic recovery occurred in 48% of the overall group, symptomatic recovery 
occurred in only 26% and functional recovery in only 24%. Predictors of 
syndromatic recovery included shorter duration of illness and full treatment 
compliance. Treatment compliance was inversely associated with the pres- 
ence of comorbid substance use disorders. Symptomatic and functional 
recovery occurred more rapidly and in a greater percentage of patients 
from higher social classes. Again, rather unexpectedly, mixed mania pa- 
tients did by no means worse than pure mania patients. Rather, functional 
and syndromatic remission rates of mixed mania patients were numerically 
higher than those of pure mania patients, although this difference was non- 
significant. In another report from this cohort [86], in 59 bipolar patients 
the presence of a DSM-III-R personality disorder was a negative predictor 
for a 12-month syndromatic remission. In ‘‘ultra-short’’ follow-ups of 
eight months [87, 88] in two cohorts, it was shown that in first-episode 
manic patients different areas of psychosocial functioning (such as role 
performance, interpersonal relationships, sexual activity and recreational 
enjoyment) recovered rather independently from each other. Furthermore, 
in a cohort which consisted of first- and multiple-episode manic patients, 
mood-incongruent psychosis (versus no such a syndrome) resulted in a less 
favourable outcome. 


The Suffolk County Psychosis Project 


“Ts there an association between duration of untreated psychosis and 24- 
month clinical outcome in a first-admission series?” asks a paper from 


PROGNOSIS OF BIPOLAR DISORDER: A REVIEW 125 


the Suffolk County Psychosis Project [89] and comes to the answer “no”, not 
only for 119 psychotic bipolar patients, but for all 349 patients with psycho- 
sis included in the study. In this epidemiological multicentre study, one- 
third of all schizophrenic patients were hospitalized only after one 
year or later of having been symptomatic, while two-thirds of all bipolar 
psychotic patients were hospitalized within the first month of being 
symptomatic. Nevertheless, the duration of the untreated symptomatic 
period was unrelated to the two-year outcome. In another analysis from 
this study, Schwartz et al. [90] looked at the diagnostic stability of DSM-IV 
diagnosis over two years. 83% of the index bipolar disorders (N = 141) 
retained their diagnosis after two years, 9% “shifted” to the schizophrenia 
spectrum and 8% to delusional disorder, substance abuse disorder and 
residual categories. Vice versa, 8% of the “other psychosis” cases and 3% 
of the schizophrenia spectrum subjects were reclassified as bipolar after two 
years. 


The Chandigarh Acute Psychosis Study 


Almost all studies reviewed here stem from Europe, North America or 
Australia/New Zealand. “Developing” countries are missing. One excep- 
tion is a study from India [91]. 24 bipolar patients with an acute onset were 
observed for one year. At follow-up, 75% of all patients remitted and 
showed no social impairment. In some respect this positive result is 
difficult to interpret, as diagnoses were made according to ICD-9 and the 
definition of “social impairment” was not very clear. Furthermore, there 
was a considerable instability of diagnosis from index assessment to follow- 


up. 


Further Analyses from the Chicago Study 


Several studies of Grossman, Harrow and co-workers have looked at the 
development of thought disorder in manic patients [92, 93]. Two to four 
years after discharge, 30% of the manic patients showed severe thought 
disorder, which was most closely related to the presence of manic behaviour 
and psychosis. Thought disorder was more frequent in patients with poor 
post-hospital functioning and in those with multiple previous manic epi- 
sodes or a more chronic course of illness. In this respect, compared to 
a schizophrenic control group, the manic patients did somewhat better, 
but the difference was not significant. The same research group reported 
[94] that many hospitalized manic patients may have a severe, recurrent, 
and pernicious disorder. 
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SPECIAL ASPECTS 
Onset 
Age at Onset 


The exact definition of age at onset is difficult, because the age when 
symptoms first appear does not correspond to the age at first medical 
consultation or at first admission to hospital. Symptoms generally appear 
some time before medical consultation is first sought [5, 14, 95]. Bipolar 
affective patients usually become ill at a younger age than unipolar patients. 
There is good agreement in the literature that the peak onset occurs in the 
20s (between 25 and 30) for bipolar disorders and in the late 30s for unipolar 
disorders [5, 8, 14, 32, 96-98]. 


Type of Onset 


An acute onset of depressive symptomatology, in which the symptoms 
develop from a healthy state to a full-blown disorder within a few days, is 
rare. Usually the onset is subacute, with signs and symptoms beginning 
some weeks or even months before the full manifestation of the illness. 
More than 20% of patients have a gradual onset with prodromal signs 
between several months and some years before the full manifestation 
[5, 14, 99, 100]. A follow-up project of the Epidemiological Catchment 
Area Study [99] showed that average duration of prodromal signs was 
one year, but for dysphoria, as well as for anhedonia, psychomotor disturb- 
ances, feelings of guilt and insufficiency, it was five years. 

Manic symptomatology is usually acute in onset, over a number of days, 
although in some cases long-lasting prodromal signs have been noted [101- 
103]. Quite differently than in schizophrenia, psychotic symptoms in bipolar 
disorder seem to lead to treatment within a few days [89]. 

The majority of first episodes in bipolar disorder are depressive: the 
Cologne Study found 85% depressive, 12% manic and 3% mixed first 
episodes in a sample of bipolar patients [5]. 


Precipitants 


Kraepelin’s observation [4] that the onset of affective episodes appears to be 
independent of external influences proved only partially correct. Research 
showed a partial relation of stressful life events and the manifestation of 
episodes [79, 104], although the influence of such factors was not all too great. 
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Some theories on the pathogenesis of affective disorders assign primary 
causal relevance to psychosocial environmental events [105, 106]. It is, how- 
ever, now generally accepted that psychosocial or physical events contribute 
more to the timing of an episode than to causing it. Causality is likely to be 
largely biological and, especially, genetic. Precipitating events seemingly 
play an important role in the onset of the first episodes but not in the later 
ones. In the Cologne study, approximately 53% of the unipolar and 47% of the 
bipolar patients had stressful life events at the onset of an episode (the 
difference is statistically insignificant) [5, 54]. An analysis of all episodes of 
the long-term course (more than 25 years’ duration) indicated that only in 
approximately 13% of all episodes stressful life events could be found in a 
period of six months before the onset of the episode. It is interesting that the 
difference between manic and melancholic episodes regarding the frequency 
of life events is not significant. The type of life event (bereavement, changing 
job, moving house, etc.) seems to be unspecific [107]. 


Cycle and Episode Length 


Studies on the natural length of episodes which were published prior to 
introduction of effective treatments, like those of Mendel [108], Panse [109], 
Wertham [26], Rennie [27] and Kinkelin [29], described durations of epi- 
sodes betweeen two months and more than one year [110]. Despite differ- 
ences in the literature, it can be said that the duration of a full depressive 
episode is between two and five months [5, 99], although a longer duration 
is not exceptional [13, 14, 45]. The duration of manic episodes averages 
around two months [12, 32, 111, 112], although again much longer episodes 
are anything but rare [81]. Bipolar mixed episodes seem to be longer than all 
other episodes during the bipolar course—a mean length from over five 
months up to one year has been described [5, 113, 114]. 

The number of episodes during the long-term course of the illness depends 
on the duration of illness and the response to prophylactic treatment. There- 
fore, it does not make sense to compare the number of episodes reported by 
the various studies. Rather, for research purposes, it may be useful to assess 
the “Annual Frequency of Episodes” (“AFE”), defined as the number of 
episodes during the whole course divided by the duration of illness [115]. 
The Cologne Study found an AFE of 0.23, which was significantly higher 
than the AFE of unipolar affective disorder (0.12). The majority of bipolar 
patients have more than three episodes during an illness duration of 20 years. 
They have significantly more episodes than unipolar patients [8, 9, 14, 52, 54]. 

Much more reliable is the assessment of the length and frequency of 
cycles. A cycle is defined as the time from the onset of one episode to the 
onset of the next episode [11]. A variation of cycle length usually reflects 
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variations in the length of intervals between episodes. The length of cycles 
in bipolar patients was found to be significantly shorter than in unipolar 
ones. Especially the length of the first cycle differs markedly between the 
two disorders. Subsequent cycles are usually shorter [5, 11, 45, 116]. The 
mean cycle length found in the various studies varied considerably between 
68 weeks and many years [5, 33, 45, 117]. 

Some authors have postulated a shortening of cycle length during the 
course of the illness [6, 14, 110]. Nevertheless, there are some recent analyses 
[33, 62], which—with refined methodology— put these results in question. 
In some of the earlier studies, statistical artefacts may have led to the 
observation of the shortening of cycle length, as patients with more episodes 
tend to have shorter cycles. Other authors showed that a shortening of 
subsequent cycles occurred in some, but not all patients [5]. 


Predictors of Course and Outcome 


Almost all studies from our above review, which have looked at predictors 
for outcome of bipolar disorders, agree on some basic observations, which 
we have summarized below. Nevertheless, one has to be aware that such 
predictors are not necessarily causal. Rather they reflect statistical correl- 
ations between two aspects of the illness. 


e Outcome measures can only reliably be assessed after several years. 
Short-term studies tend to over-report negative outcome, possibly due 
to the fact that episode length varies so considerably that some episodes 
have not even remitted. Therefore—as an artefact—the study length is a 
positive predictor. Long-term studies report better outcomes [14]. 

e Most baseline variables—such as gender, age, age of onset and most 
socio-demographic variables—are surprisingly unpredictive for course 
and outcome. So many studies, which have set out to characterize such 
predictors, have failed to do so that this result is beyond doubt (for 
example [33, 36, 45, 46, 52, 54, 66, 118]). 

e The seemingly tautological observation that a high number of previous 
episodes predicts a high number of future episodes emerges as one of the 
most robust predictors of a negative course and outcome. Maj et al [119] 
spoke of a biologically determined “driving force” of the illness, which 
seems highly variable between different individuals, but which is highly 
essential to understand bipolar illness. Therefore, it is not surprising that 
rapid cycling tends to predict a less favourable course and outcome. 

e A high level of premorbid functioning [79, 82, 83, 85], which may overlap 
with the concept of a “syntonic” personality [80], has been shown to 
have some predictive power for a more favourable outcome. At the same 
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time, there is some indication that the presence of a personality disorder 
may worsen course and outcome [86]. 

e High levels of inter-episode impairments (for example [74, 75, 82]) and a 
chronic course make a further negative course more likely. On the other 
hand, good integration into work and a good social network during the 
course of the illness have a stabilizing effect. 

e Good treatment compliance and a better course and outcome are corre- 
lated [120]. 

e Life events may enhance the risk of both a manic and a depressive episode. 
Nevertheless, this effect is small (although statistically robust) [79, 104]. 

e Comorbid substance abuse is correlated with a less favourable course and 
outcome. Again, the mechanism of this relation is unclear [66, 121, 122]. 

e Mood-incongruent features, which indicate a closer relation to the schi- 
zoaffective pole of the bipolar spectrum, are indicators for a less favour- 
able course and outcome [5, 44, 48, 63, 66, 123]. 

e There may be a depression prone subtype with a less favourable course 
than other subtypes of bipolar disorder [36-38]. 


SPECIAL FORMS OF BIPOLAR DISORDER 
Mixed States 


Although the concept of mixed bipolar disorder is a very old one (for histor- 
ical reviews see [124, 125]), it has only received greater attention in the last 
years. Nevertheless, there is evidence that in a clinical setting mixed bipolar 
disorders tend to be under-diagnosed [126]. Today there are different criteria 
for mixed bipolar disorders [124, 125, 127]. DSM-IV and ICD-10 use a rather 
narrow set, which make mixed episodes a relatively rare occurrence, with a 
frequency of 5-10% of all manic episodes. If one uses broader criteria, as for 
example working groups in Pisa and Cincinnati have done [113, 128], the 
frequency of mixed episodes may reach 50% of all manic episodes. The 
Cologne Study [5, 114] assessed—amongst other aspects—also the frequency 
of mixed episodes over 25 years. 101 of the patients with a bipolar affective or 
schizoaffective episode according to DSM-III-R criteria had 602 episodes. 
8.3% of these episodes were affective mixed episodes and 9.2% schizoaffec- 
tive mixed episodes. 43% of all bipolar patients had least one affective or 
schizoaffective mixed episode. A monomorphous mixed course (i.e. only 
mixed episodes during all 25 years) was observed in only 1% of the patients. 
Only 4-8% were found to have a long-term course with predominantly mixed 
episodes (narrowly defined in accordance with DSM-III-R criteria). 

Until now there are no criteria that follow Kraepelin’s suggestion to 
distinguish between “transitional forms” (mixed episodes representing a 
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transitional point or interval during the switch from depression to mania or 
vice versa) and “autonomous forms” (mixed episodes as a separate dis- 
order) of mixed episodes [4, 124]. While most contemporary authors regard 
mixed bipolar episodes as sub-forms of manic episodes, Koukopoulos and 
Koukoupoulos [129] have pointed out that this is not what Weygandt [130] 
and Kraepelin [4] had originally intended when describing mixed states 
(“Mischzustande’’), and what today’s clinical reality actually shows. Cer- 
tainly, mixed states can also arise from depressive episodes. Indeed, Kou- 
kopoulos and Koukopoulos present evidence that agitated depression is a 
form of a mixed state. 

Obviously, different definitions of mixed episodes influence results con- 
cerning course and outcome. Different studies have used such different 
criteria for mixed episodes and have looked at their course and outcome 
[5, 73, 82, 83, 85, 111, 113, 114, 131-134]. Virtually all of them agree on two 
basic facts: mixed episodes are more difficult to treat than pure manic 
episodes. Lithium is less effective in this group, while valproate and carba- 
mazepine may be preferable. The duration of a mixed episode is longer than 
that of a pure manic episode. In the Cologne Study [5], the mean length of a 
mixed affective episode was twice as long (five months) than other affective, 
schizophrenic or schizoaffective episodes. In 15% of mixed episodes a 
suicidal symptomatology was present. Affective mixed episodes were also 
significantly longer than schizoaffective mixed episodes. 

Although part of the available literature postulates a worse course and 
outcome of mixed episodes, this is not fully supported by the existing 
empirical studies. Some studies have indeed observed a worse outcome 
compared to pure manic episodes (for example [111, 131-134]), but 
others—especially the most recent ones—have failed to do so (for example 
[82, 113]). Two analyses from Cincinnati have even found a better outcome 
in some respects [83, 85]. To interpret such differences, one must not neces- 
sarily conclude that the most recent studies have used a better methodology; 
rather, it seems that some of the most recent studies have used broader 
concepts of “mixed episode” (which is also reflected by higher frequency 
rates), while most of the “older” literature used narrower DSM-III or DSM- 
III-R criteria. Narrowly defined mixed bipolar disorders may indeed have a 
less favourable outcome, while broadly defined ones may not differ signifi- 
cantly from pure bipolar disorders concerning short- and medium-term 
outcome. But this issue is still open to research. 


Rapid Cycling 


Although there are different definitions of “rapid cycling”, the DSM-IV 
definition (“occurrence of at least four major depressive, manic, hypomanic, 
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or mixed episodes during the previous year, demarcated either by a remission 
of at least two months’ duration or by a switch to an episode of opposite 
polarity”) has gained wide acceptance, especially as alternative definitions 
were not shown to be clearly superior [135]. The phenomenon has been 
known for several decades: Weitbrecht [136] described cases of ultra-rapid 
cycling (without using the term) with an extremely unfavourable course. In 
this respect, he referred to an earlier article of the Italian psychiatrist Bertozzi 
[137], who described unipolar rapid cycling. There are surprisingly few 
studies that have looked at the medium- or long-term outcome of rapid- 
cycling bipolar disorders (for reviews see [138, 139]). One reason might be 
that rapid cycling has a relatively low stability over time. For example, in the 
analysis of Coryell et al [70], only 3% of the patients retained the rapid-cycling 
pattern over four years. This general tendency was supported by other studies 
[140, 141], although an earlier study by Wehr et al [142] had reported—with an 
alternative definition of rapid cycling—a 41% stability during an average of 
five years. There is a more recent report from the NIMH Collaborative Pro- 
gram on the Psychobiology of Depression [67], which quite in contrast to its 
title presents data on the course of rapid cycling. The study showed that 
rapid-cycling episodes needed a longer time to remit (median five weeks for 
pure mania, nine weeks for depression, 14 weeks for “mixed /cycling”) and 
that after five years such rapid-cycling patients had a higher rate of non- 
remission (0% for mania, 11% for depression, 13% for “mixed /cycline”). 
Overall, the existing literature indicates that to fulfil criteria for rapid cycling 
at one point is a risk factor to develop more future episodes than the “average 
bipolar patient”. As a greater number of episodes is a risk factor for a less 
favourable outcome, rapid cycling is—at least indirectly—a risk factor for a 
less favourable outcome. Nevertheless, there is little evidence that rapid 
cycling is a separate entity; there are no “natural” boundaries and its diag- 
nostic stability over time tends to be rather low: rapid cycling may not be a 
qualitatively distinct subtype of the illness but simply a severe variant [143]. 
Over time, most rapid-cycling patients tend to convert to non-rapid cyclers 
[139]. Finally, there is some indication that a pole-switching pattern during 
rapid cycling may be a predictor of a less favourable course [140]. 


Seasonal Affective Disorder 


There is a long tradition linking recurrent affective disorders to the seasons 
of the year, which goes back to Ancient Greek medicine [144]. For the 
northern hemisphere, depression has been seen as related to winter, and 
mania as related to summer [14]. Although for (unipolar) seasonal affective 
disorder this relationship is well established [145, 146], for bipolar disorders 
the empirical evidence for the mania-in-summer-depression-in-winter-cycle 
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is still weak. Most recent studies with a stringent methodology have failed 
to support such a pattern for manic episodes [147-153]. One study [149] 
looked with the same methodology at an English and a New Zealand cohort 
and found no support for seasonality either in southern or in northern 
hemisphere, except for an autumn preponderance of bipolar depressions 
in both centres. While there are some recent studies reporting an association 
between season and episode onset or hospitalization in bipolar disorder 
[154-157], their methodology may not always outweigh the above- 
mentioned studies, which found no correlation. Still there are some more 
“classical” observations that have found at least a trend towards seasonality 
in bipolar disorders [158-162]. As seasonality is obviously a dimensional 
construct, which affects virtually all human beings, it certainly occurs in 
bipolar patients with different intensity. Therefore, there might be sub- 
groups of more or less seasonal bipolar patients. Nevertheless, the seasonal 
effect on cyclicity is possibly not as strong as often thought. It is likely, as 
one study has pointed out, that bipolar patients, as far as seasonality is 
concerned, lie somewhere between patients with seasonal affective disorder 
and normal controls [163]. A general clear seasonal pattern for the majority 
of bipolar disorders is not supported by the literature. 


Bipolar Schizoaffective Disorder 


The nosological position of schizoaffective disorders is still unclear [49, 123, 
164-166]. In the last 20 years, the question whether schizoaffective disorders 
can be dichotomized into unipolar and bipolar disorders in the same way as 
affective disorders has arisen and has been answered positively. It was 
found that the differences between unipolar and bipolar schizoaffective 
disorders parallel those between unipolar and bipolar affective disorders 
[11, 32, 44, 52-54, 167-170]. 

The international diagnostic systems (ICD-10 and DSM-IV) have now 
included the dichotomy unipolar versus bipolar in their criteria for schizo- 
affective disorder. Unipolar and bipolar schizoaffective disorders differ in 
regard to sociodemographic and premorbid features (gender distribution, 
premorbid personality), but also significant differences in longitudinal 
course have been shown [52-54, 170]. Unfortunately, research regarding 
the long- and medium-term course and outcome of schizoaffective dis- 
orders, taking into account the unipolar versus bipolar distinction, is very 
scarce. One exception is the Cologne Study [5, 52-54, 170], in which patients 
with bipolar schizoaffective disorders had significantly more episodes 
(median six episodes during 25 years), a higher annual frequency of epi- 
sodes, more cycles and a higher annual frequency of cycles than unipolar 
schizoaffective patients. The most frequent type of course of schizoaffective 
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disorders is the “polyphasic” one with more than four episodes during the 
long-term course. The cycles in bipolar schizoaffective disorders are usually 
shorter than in unipolar schizoaffective disorder. Regarding long-term out- 
come—assessed by the GAS, the DAS and the Psychological Impairment 
Rating (PIRS)—no significant differences between unipolar and bipolar 
schizoaffective disorders have been reported. However, the long-term out- 
come is dependent on the number and frequency of episodes: more frequent 
episodes lead to a less favourable long-term outcome. Usually patients with 
bipolar schizoaffective disorders relapse more frequently than unipolars, 
have more episodes and then perhaps a more unfavourable outcome. How- 
ever, this seems to be a consequence of the number of episodes rather than 
of “bipolarity”. 


Suicide and Mortality 


Some comprehensive reviews [14, 171, 172] have agreed that between 15 
and 19% of all bipolar patients die of suicide, while up to 25-50% have 
attempted to do so. As is generally the case in suicidology, there is a 
preponderance of female suicide attempters. Nevertheless, recent (re-)ana- 
lyses of these suicide data have come to the conclusion that for methodo- 
logical reasons these reviews might have overestimated suicide rates [173— 
175]. The new analyses of lifetime suicide rates for all affective disorders 
come to 5-7%. Standardized mortality ratio (SMR) for suicide in bipolar 
disorder was 15 (males) and 22 (females) in a large population study [176], 
indicating that the risk of dying from suicide is 20-fold greater for bipolar 
patients than the general population. 
Two results are confirmed by virtually all studies: 


e Acomorbidity of bipolar disorder and substance abuse increases the risk 
of suicide significantly [174, 177-179]. For example, in a sample of 251 
subjects with bipolar disorder, the 99 subjects with comorbid alcoholism 
had a suicide attempt rate of 38% compared to 22% amongst those 
without alcoholism [177]. 

e While it is not clear whether psychotic symptoms increase the risk for 
suicide [180], mixed episodes (as compared to pure manic episodes) do 
so [181-186]. 


Suicide attempters have more depressive episodes during their illness 
[187], while rapid cycling may not result in higher suicide attempt rates 
[188]. Furthermore, there is indication that the group of bipolar patients at 
highest risk of suicide are young men who are in an early phase of the 
illness, especially those who have made a previous suicide attempt, those 
abusing alcohol, and those recently discharged from the hospital [174]. 
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Despite all discussions on the efficacy of lithium, there seems to be sufficient 
evidence for its anti-suicidal effect for “classical” bipolar cases (which might 
nevertheless exclude mixed bipolar cases and those with comorbid sub- 
stance abuse, who are at special risk for suicide) [79, 189-192]. 
Furthermore, there is an excess mortality of bipolar disorders compared 
to the general population. Goodwin and Jamison [14] estimate a 2.3-fold 
increase, which was supported by more recent studies (for example [193, 
194]). This excess mortality is not fully explained by suicides alone. Some 
studies have reported excess mortality from cardiovascular diseases [195, 
196], but others have failed to do so or come to the conclusion that further 
evidence is needed [197, 198]. Nevertheless, all studies comparing lithium to 
non-lithium treated patients agree that lithium reduces the overall mortal- 
ity—possibly beyond its anti-suicidal effect [192, 194, 197, 199, 200]. 


Comorbid Substance Abuse 


Comorbid substance abuse disorders (SUD) are frequent in bipolar dis- 
orders [121, 122, 201, 202]. In epidemiological samples, the lifetime preva- 
lence for SUD in bipolar disorder may be as high as 40-60% [177, 203, 204]. 
Compared to the general population, the odds ratio for a comorbid SUD has 
been found to be 2-3. The relation between SUD and bipolar disorders is not 
fully clear. Why is there such an “excess comorbidity”? Do bipolar dis- 
orders and SUD share common genetic causes? Is SUD an attempt of self- 
medication? Is bipolar disorder a risk factor for SUD? 

Almost all studies on this topic agree that the co-occurrence of bipolar 
disorders and SUD has a negative impact on the further course and outcome 
of the former disorders (for example [84, 85, 133, 205-208]), leading to a 
higher number of episodes and hospitalizations and a poorer treatment 
compliance. Also, there may be a connection between SUD and a shortening 
of bipolar cycles and the development of the rapid-cycling pattern [202, 
205]. At the same time, there is some indication that the course of substance 
abuse is more favourable if SUD is associated with bipolar disorder [72, 
209]. Also, primary alcoholism (with secondary bipolar disorder) may have 
a better course than secondary alcoholism (with primary bipolar disorder) 
[71, 72, 206, 210]. One study [82, 121] showed that, amongst 219 first-episode 
manic patients, only 17% fulfilled criteria for SUD, which is far less than in 
manic patients as a whole (e.g., 42% reported by McElroy et al [202] in 288 
patients). Nevertheless, also the first-episode bipolar patients with an ante- 
cedent SUD seem to have a less favourable course than the ones without 
SUD [211]. Mixed manic episodes have higher comorbidity rates with SUD 
than “pure” ones [121, 131, 133, 201, 205, 207], but again—as Tohen pointed 
out [121]—this observation depends on the definition of “mixed episode”. 
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Overall, the question remains open whether the indisputable unfavourable 
effect of SUD on the outcome of bipolar disorder is an indirect consequence 
of the negative effects of SUD (such as poorer treatment compliance or 
unfavourable social and medical development), or it points in the direction 
of a genuine “bipolar plus SUD” syndrome, which has its own course. Some 
multivariate analyses (for example [85]) support the first assumption, show- 
ing that it is the variable “treatment non-compliance”, rather than “SUD”, 
which affects the outcome negatively. 


SUMMARY 
Consistent Evidence 


e Bipolar disorders are long-lasting and usually lifelong diseases. 

e In most cases bipolar disorders are recurrent with a polyphasic course, 
i.e., with more than three episodes. 

e The duration of the individual episodes varies between several weeks to 
several months and is dependent on the type of episode (mixed episodes 
usually having the longest duration, manic episodes usually the shortest) 
and on treatment response. 

e Although the majority of bipolar patients do not suffer from persisting 
alterations of personality or social interactions, or from persisting symp- 
toms, there is a considerable proportion (between 15 to 30%) who do 
exhibit such forms of chronic impairment. 

e Affective bipolar disorders have a better long-term prognosis than 
schizophrenic and schizoaffective disorders. 

e Bipolar disorders have a frequent comorbidity especially with substance 
abuse disorder, which can influence the course of the illness unfavourably. 

e The course of bipolar disorders can be unfavourably modified by stress- 
ful life events and failure to comply with prophylactic treatment. 

e Bipolar patients have higher risks than healthy people of dying of suicide 
and of other causes. 


Incomplete Evidence 


e It is still uncertain whether modern treatments have changed substan- 
tially the length of episodes or the number of relapses with respect to the 
pre-pharmacological area. 

e Although it is evident that the first cycle of the illness is longer than 
subsequent cycles, the findings regarding further shortening of cycles 
during the course of the recovery are not consistent. 
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Recent studies and re-analyses have raised doubt on earlier assumptions 
that approximately 15-20% of bipolar patients commit suicide. 
Rather, significantly lower rates (in the range of 7-10%) are now being 
reported. 

Although there is evidence that mixed episodes and rapid cycling may 
influence course and outcome negatively, this has not been confirmed by 
all investigators. 

Although there is some evidence that mixed episodes can occur repeat- 
edly during the course of bipolar disorder, the long-term stability of this 
pattern is doubtful. Long-term investigations with an observation time of 
more than two decades showed that a monomorphous course (i.e., only 
mixed episodes during the whole course) is extremely rare. 

It is evident that schizoaffective bipolar disorders occupy a position be- 
tween schizophrenia and affective bipolar disorder regarding outcome. 
However, bipolar schizoaffective disorders are possibly heterogeneous. 
Although some factors have been outlined, there is an overall lack of 
knowledge concerning variables predicting the course and outcome of 
bipolar disorders. 


Areas Still Open to Research 


The most important questions regarding the course and outcome of bipolar 
disorders which are completely open to research are the following: 


What factors lead to a favourable versus an unfavourable outcome? 
What factors generate the various courses of bipolar disorders, i.e. the 
extremely polyphasic (i.e. more than 10 episodes), the moderate polyphasic 
(more than three episodes), the oligophasic (fewer than three episodes), 
and the rare monophasic course (only one episode during life)? 

Is there a relationship between biological parameters (e.g. structural or 
functional brain changes) and the type of course and outcome? Are there 
genetic influences on course and outcome such that genetical distinctions 
between patients with “good” and “poor” prognosis or patients having 
mixed episodes or rapid cycling versus patients with typical episodes 
and course can be made? 

Has the course of bipolar disorder changed over time? Some authors 
postulate a more unfavourable course and an earlier age of onset in 
recent years, but the overall evidence is anything but clear. 


Bipolar disorders may result in individually different courses and out- 


comes—dark ones and bright ones. We feel that few persons have expressed 
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that clearer than Kay R. Jamison, both in her personal report [212] and in her 
scientific work [14]. She told about a friend, whose “attacks of mania and 
depression became more frequent and severe. No breakthrough ever came; 
no happy ending ever materialized. (...) He had a terrible disease and 
it eventually cost him his life—as it does tens of thousands of people 
every year” [212]. But at the same time she personally admits that “the 
countless hypomanias, and mania itself, all have brought into my life a 
different level of sensing and feeling and thinking’’. Research on prognosis, 
course and outcome must never forget to listen to the ones who are affected 
by and who suffer from the illness. 
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Commentaries 


2.1 
Studies of Course and Outcome in Bipolar Disorder: 
What is the Real-World Clinical Significance? 


Peter P. Roy-Byrne and John Neumaier! 


Over the past decade, there has been an increasing focus on specifying the 
applicability of research findings for routine clinical practice [1]. Most of 
these efforts have focused on treatment studies, where narrowly circum- 
scribed patient populations and intensive clinical trial assessment and 
monitoring usually do not resemble the wider groups of patients and 
modes of service delivery typically seen in most clinical settings. However, 
this perspective likely has broader significance, and might also apply to 
findings generated in studies of phenomenology, experimental psychopath- 
ology, neurobiology and genetics. 

In this vein, we ask the question: what is the real-world significance of the 
extensive body of knowledge on prognosis in bipolar illness, masterfully 
reviewed by Marneros and Brieger? To be sure, this is one of the most 
relevant research areas for both patients and clinicians. The major concern 
all bipolar patients have, almost from the first consultation, is what course 
their illness will take over time and what their chances are for recovery. For 
clinicians, knowledge of course of illness is indispensable for making a 
proper diagnosis, as well as for evaluating the effects of any treatments. 

These studies, in their naturalistic form, are probably much more reflec- 
tive of routine clinical practice than more tightly controlled and internally 
valid treatment studies. As the feasibility of entering bipolar patients in 
randomized clinical trials decreases [2], at least in the United States, such 
studies will take on more importance as a major tool to promote evidence- 
based medical treatment for this complex patient population. At the same 
time, the focus on treatment-seeking patients, the increasingly shorter 
term perspective and mirror-image design of more modern studies, the 
use of research centres which do not reflect real-world clinical practice, 
and a study intensity which creates subject burden that eliminates patients 
with more malignant illness, all compromise the generalizability of such 
studies. 
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What do these studies tell us? Marneros and Brieger provide a laundry 
list of summary statements out of which several relevant issues can be 
distilled. Regardless of the type of study, the era it came from, or the 
presence or absence of lithium treatment, there seems to be a subgroup of 
15-30% of patients with chronic illness and poor outcome. This certainly 
makes sense and is consistent with the proportion of poor prognosis pa- 
tients in other areas of medicine. However, the specific clinical characteris- 
tics of this group remain unclear. Suggestions that patients with depression- 
predominant bipolar disorder disproportionately fall into this group may be 
an artefact of the relatively poor antidepressant efficacy of commonly used 
mood stabilizers and could change with the introduction of newer agents 
with more antidepressant potency (e.g. lamotrigine). In fact, the inconsistent 
evidence implicating mixed states as a poor prognostic sign may reflect not 
just variations in definition, as the authors suggest, but also newer treat- 
ments (US centres failing to find that mixed states had a poorer outcome 
were among those with high utilization of sodium valproate, suggested by 
some studies as having particular efficacy in mixed and rapid-cycling sub- 
types). Similarly, determining whether comorbid substance abuse worsens 
prognosis will likely depend on patients’ access to, and the availability of, 
state-of-the-art dual diagnosis treatment programmes [3]. Clearly we are at 
a point where carefully documenting the presence and adequacy of treat- 
ment will be a part of future naturalistic studies. However, the tendency for 
sicker patients to increasingly receive more intensive treatment, at least in 
the managed care markets in the US, will continue to confound study 
interpretations. 

The authors nicely summarize the somewhat overblown controversy 
about whether lithium is effective in day-to-day practice. Clearly it is, 
although true relapse rates appear to be more consistent with the naturalis- 
tic Italian studies than earlier more tightly controlled and selective studies. 
The Chicago studies also highlight the fact that, when adherence is poor, 
comorbidity is extensive, and available resources are limited (as seen in this 
largely public-sector financed setting), outcome may be quite poor, even in 
the presence of recommendation and initiation of lithium treatment. None- 
theless, the number of studies supporting an effect of lithium on the most 
important of all outcomes, suicide, is impressive. 

A few important areas were not touched on, in large part because avail- 
able studies have not included them. Comorbid anxiety is more prevalent in 
bipolar patients than previously appreciated, and may be particularly asso- 
ciated with mixed states or other atypical forms of illness and longer time to 
recovery. Recent data suggests that over 40% of patients may have a comor- 
bid anxiety disorder [4] and the more prominent anxiety presentation may 
obscure the true diagnosis and confuse clinicians, especially non-specialists, 
such as primary care medical providers, who likely see a large number of 
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bipolar II patients who have not been hospitalized and do not present with 
frank manic symptoms. While it is clear that many patients have worsened 
cycling when exposed to antidepressants [5], these drugs remain an impor- 
tant component of current treatment of bipolar patients. It is not at all clear 
whether all bipolar patients have the same risk of antidepressant-induced 
cycling. The effect of antipsychotic medications on course of illness is a 
subject of controversy: while these medications are good anti-manic agents, 
they may promote or intensify depressive swings over the long haul, al- 
though recent evidence suggests that the atypical antipsychotic agents may 
be less likely to have this effect. Finally, the presence of cognitive impair- 
ment in bipolar patients, even when euthymic, is an understudied area that 
may have particular association with course and duration of illness, and be 
more likely to occur in later stages of the illness. Indeed, cognitive impair- 
ment may be either a symptom of bipolar disorder [6] or a consequence of 
treatment with mood stabilizer medications. 

What is needed to move this area along and provide a firm scientific 
foundation for future investigations? Longer term studies, which might be 
less information intensive so that they can include a wider spectrum of 
patients, would be highly desirable. It is likely that the absence of any 
relationship between socio-economic status (SES) and prognosis is due to 
the absence of many low SES patients with malignant course of illness in 
many studies. It is highly unlikely that bipolar illness would stand alone, in 
contrast to depression and schizophrenia, as a condition that is not more 
prevalent or malignant in course in low SES patients [7]. More careful 
documentation and consideration of treatment effects on course of illness 
in naturalistic studies will be crucial to maximize generalizability and 
interpretability of results. While studies in specialty treatment clinics can 
describe patients receiving uniform treatment and therefore be more able 
to discern relationships between other predictors and course of illness, 
such studies may be less applicable to the broad range of patients who 
present to routine clinical settings and adhere to treatment to varying 
degrees. At least in the US, many bipolar patients will continue to have 
deficient access to appropriate treatment (i.e. sufficient specialist skill and 
intensity of monitoring), being followed in either case management inten- 
sive community mental health clinics with marginal psychiatric coverage or 
primary care settings with limited specialist access. Even patients being 
treated directly by private psychiatrists, depending on their level of illness 
acuity, may receive less optimal treatment as clinicians develop a siege 
mentality, trying to somehow survive successive crisis without time to 
appreciate the overall course of illness and the effects of treatment on it. 
We have not yet defined type and proper balance of expert psychopharma- 
cology, psychosocial and case management services, and substance abuse 
treatment to meet the needs of a broad spectrum of individuals. While we 
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now presume that careful observation of clinical phenomenology will lead 
to reliable predictors of prognosis, it is possible that, when we have a better 
grasp of the biological determinants of bipolar symptoms, we will discover 
that these are a family of disorders that can be better organized based on 
factors closer to cellular pathology underlying the illness, than behavioural 
symptoms [8]. 
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2.2 
Understanding Outcome Differences in Bipolar Disorder 


Ming T. Tsuang and William S. Stone! 


Marneros and Brieger provide an interesting and informative state-of-the- 
art perspective on the prognosis of bipolar disorder. At this juncture, con- 
verging evidence from multiple studies supports an interim consensus on 
several points. Among the more fundamental of these are that bipolar 
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disorder is a recurring, lifelong disorder that shows striking individual 
differences in the severity and duration of its symptoms, and in its course, 
response to treatment, and prognosis. Another fundamental feature is that 
our concept of the disorder is defined largely by its course. For example, 
higher numbers of previous episodes predict higher numbers of future 
episodes, and more negative outcomes. Rapid cycling, low premorbid levels 
of function, comorbid substance abuse, and schizoaffective symptoms also 
predict more negative courses of illness, as might be expected. Interestingly, 
however, many social and demographic variables, like age, age of onset, and 
gender, have little predictive power. 

Our current reliance on clinical symptoms for the diagnosis of bipolar 
disorder has been extremely useful. The major classification systems, in- 
cluding DSM and ICD, have greatly increased both the reliability and the 
validity of psychiatric diagnosis, generally. Moreover, unlike the situation 
for schizophrenia, which relies more heavily on the presence of psychotic 
symptoms for diagnosis [1], bipolar disorder may also be diagnosed in the 
presence or absence of psychosis. This reduces the risk for florid, relatively 
non-specific psychotic symptoms to obscure more subtle etiological differ- 
ences between individuals. Nevertheless, many features of bipolar disorder 
remain unclear, such as the identification of factors that lead to positive or 
negative outcomes, and even more generally, the sources of broad differ- 
ences in individual outcomes. This is particularly salient for an eventual 
understanding of the biological etiology and development of the disorder, 
and ultimately, for the development of strategies aimed at early intervention 
and prevention. Thus, while our current conception of bipolar disorder 
reflects considerable progress, especially in its diagnostic reliability, per- 
haps its validity can be improved upon. 

A brief perspective on the biological etiology of bipolar disorder illus- 
trates these points further. Data from family, twin and adoption studies 
provide clear evidence for a significant genetic component to the disorder; 
concordance rates in monogygotic twins, for example, are approximately 
three times higher than they are in dizygotic twins [2]. Yet, while molecular 
genetic studies (e.g., linkage studies) have identified chromosomal regions 
of interest, individual genes that underlie the inheritance of bipolar disorder 
have yet to be identified. While there are many reasons for this state of 
affairs [2, 3], one of them involves the use of relatively non-specific clinical 
symptoms in genetic studies to determine whether subjects are or are not 
“affected”. Tsuang et al [4] have argued for the use of heritable phenotypes 
in genetic studies, particularly in light of the variable phenotypic expression 
inherent in many clinical syndromes. Future genetic investigations of bipo- 
lar disorder may thus benefit from a focus on subclinical conditions or 
symptoms that share underlying genetic etiological factors. The goal of 
this strategy is to facilitate the detection of heritable features that are more 
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proximal to their genetic underpinnings. The strategy could be imple- 
mented in several ways. Among these, milder disorders such as dysthymia 
and cyclothmia, or other conditions in the affective spectrum, may be 
considered. Another approach would be to study more biologically based 
measures such as neuropsychological, psychophysiological or neurochem- 
ical functions, or brain structures and function through neuroimaging. 

These subclinical syndromes and potential neurobiological markers may 
have a genetic etiology that is simpler than DSM or ICD bipolar disorder. If 
so, their use could facilitate the detection of genes for the disorder, and 
eventually of the proteins they code for. This will likely advance our under- 
standing of the biological basis of individual differences in bipolar disorder. 
Hopefully, it will also lead to new treatments, in at least two ways. First, the 
identification of previously unidentified proteins in the disorder will pro- 
vide new treatment targets. Second, the use of neurobiological markers and 
subclinical syndromes may help identify individuals who are more or less 
vulnerable to different types of symptoms. More broadly, it will also aid in 
the identification of premorbid syndromes that reflect the liability for bipo- 
lar disorder. This is a research direction that is receiving considerable 
attention in schizophrenia [1], but less so in affective disorders. Eventually, 
the identification of more homogeneous treatment groups will facilitate 
efforts to develop strategies aimed at the early intervention, and even 
prevention, of bipolar disorder. Clearly, we are not yet at that point. Never- 
theless, as Marneros and Brieger’s review reminds us, we now have very 
good clinical descriptions of the disorder to guide our next steps. 
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2.3 
The Effect of Affective Episodes in Bipolar Disorder 


Lars Vedel Kessing' 


Marneros and Brieger present a broad review of the course and outcome of 
bipolar disorder and its predictors. The present commentary focuses on the 
effect of episodes on the risk of recurrence and on predictors of outcome. 
Longer term studies of patients with bipolar disorder are hampered by 
numerous methodological problems: selection bias in inclusion of the 
most ill patients, bias in recall of prior affective episodes, information bias 
due to selective drop out from studies of the most ill patients, confounding 
by comorbidity, diagnostic change over time, the effect of treatment, etc., 
which may affect the results in unpredictable ways [1]. The most serious 
drawback is, however, that most studies do not pay attention to the number 
of affective episodes in the analyses of predictors of course and outcome. 
The importance of considering the effect of prior episodes in analyses of the 
predictive effect of a variable has been emphasized by Hahighat [2] and 
Kessing [1, 3] and illustrated by Kessler and Magee [4], who presented 
examples of how the inclusion of the episode number in statistical analyses 
in various studies changed the results. Not paying attention to the number 
of episodes in the analyses is an error (the so-called “Slaters fallacy” [2]), 
due to two factors: a) within a given observation period, the time under 
risk for experiencing new events (episodes or outcome) will be reduced 
for every new episode; b) patients with many episodes will dominate 
the analyses. Regarding analyses of time to recurrence, each factor will 
have the implication that the average time between episodes will decrease 
with each new episode and thus analyses will result in artificially findings 
of a progressive course with decreasing intervals between affective epi- 
sodes. The first factor may be compensated for by using survival statistics 
in the analyses, as time under risk hereby is considered, and the second 
factor by using analyses which take the individual heterogeneity into 
account. 

Marneros and Brieger claim, as Angst et al [5] and Winokur et al [6], that it 
is more reliable to assess length of cycles than length of intervals between 
episodes, as they find it more reliable to assess the onset of an episode than 
the end. However, cycle lengths cannot be used in proper analyses of time to 
recurrence in which survival statistics have to be used, as a patient cannot be 
under risk for experiencing recurrence as long as he has an episode. Fur- 
thermore, it is not possible to discriminate between time to relapse and time 
to recurrence with cycle lengths, since cycle lengths provide a combined 
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measure of relapse (into previous episodes) and recurrence (into new epi- 
sodes). Finally, with the extensive modern outpatient treatment, the onset 
will often be less abrupt and symptoms will be suppressed both at the 
beginning and at the end of an episode, which is why the interval length 
is likely to be as reliable a measure as the cycle length [7]. 

Two studies of bipolar disorder have paid attention to the number of 
episodes in the analyses, however, not using survival analyses. In the 
international co-operative study reported by Angst et al [5] and in re-ana- 
lyses of the Zurich study [8], it was found that the length of cycles decreased 
with increasing number of episodes when data were analysed within strata 
of patients with a similar number of episodes. So far only one long-term 
study has been published paying attention to the number of episodes and 
using survival statistics in the analyses of the risk of recurrence in patients 
with bipolar disorder [7]. This study identified all patients in Denmark who 
were first ever hospitalized with a bipolar disorder during 23 years and 
analysed time to recurrence (readmission after having been discharged 
eight weeks) following each new episode. The risk of recurrence was con- 
sistently found to increase with every new episode. Analyses with the use of 
frailty models, which take the individual tendency (the frailty) toward 
recurrence into account, confirmed the findings, although the effect of 
episodes was found to be moderately reduced [3]. 

Data from the Zurich and from the National Institute of Mental Health 
(NIMH) studies are currently being re-analysed with similar methods 
taking the individual liability into account. Such analyses from the NIMH 
study have recently been published regarding patients with recurrent de- 
pression and revealed an effect of episodes even after adjustment for the 
individual heterogeneity [9] and for both genders [10]. 

Several studies have consistently found that the risk of recurrence is 
greater for bipolar patients than for unipolar patients, although several 
findings suggest that the difference vanishes during the course of illness, 
so that the risk of recurrence is similarly high for the two disorders following 
the fourth or fifth episode [7]. It should be noted that the effect of episodes 
seems to be greater for unipolar patients than for bipolar patients. In the 
Danish case register study, the risk of recurrence increased 15% for unipolar 
and 9% for bipolar patients with each episode [11]. Angst [12] found the 
same relationship in his 16-year prospective study of 159 unipolar and 95 
bipolar patients: the length of each cycle shortened 10% in unipolar disorder 
and 5% in bipolar disorder with each episode. Time to death or time to drop- 
out caused by loss of follow-up were not included in Angst’s calculations, 
while these were included in the survival analyses in the Danish study. 

The question of whether there is an effect of episodes on the course and 
outcome is crucial for the understanding of affective disorder and for 
guidance of the patients. As Marneros and Brieger conclude, there is still a 
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need for more studies regarding the effect of episodes (however, using the 
interval between episodes as a measure rather than cycle lengths). The 
studies should include analyses with advanced survival statistics taking 
the individual heterogeneity of the course of the disorder into account. 

Another central aspect of the disorder is the demarcation in relation to 
unipolar disorder (single and recurrent depressive episodes). The intriguing 
problem of having an illness defined according to time is nearly unbearable 
(a patient is diagnosed as unipolar as long as he has not developed a manic 
or mixed episode and from that time he is diagnosed as bipolar). Appar- 
ently there are some patients with unipolar disorder who behave like 
patients with bipolar disorder, even before they develop their first manic 
episode—with an early age of onset at first episode and with a tendency to 
fast recurrence from onset of the illness [13, 14]. Are these patients “false” 
bipolars as long as they have not presented with mania? The central ques- 
tion whether unipolar and bipolar disorder constitute two different illnesses 
remains unanswered. 
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2.4 
Bipolar Disorder: A Longitudinal Perspective 


Gabriele S. Leverich! 


As Marneros and Brieger’s comprehensive review of the differentiation and 
classification of affective disorders demonstrates, no single definition can 
accurately describe or quantify the pleomorphic and frequently progressive 
course of bipolar disorder. As the authors point out, differing approaches to 
episode delineation (e.g. monophasic, biphasic, polyphasic), the definition 
of remission (e.g. syndromatic, symptomatic, and functional recovery), and 
the categorization of cycling frequency represent only some examples of the 
divergent concepts applied to the study of bipolar illness. Many assessment 
tools are available that arrive at a comprehensive Axis I diagnosis, such as 
the Structured Clinical Interview for DSM-III-R (SCID), the Schedule for 
Affective Disorders and Schizophrenia (SADS), the Research Diagnostic 
Criteria (RDC) and others, as well as scales that intermittently measure 
depressive or manic symptoms for predetermined time periods, such as 
the Hamilton Rating Scale for Depression (HRSD) or the Young Mania 
Rating Scale (YMRS). The continuous assessment of the long-term course 
of bipolar disorder, however, has been hindered by lack of a methodology to 
record and codify systematically and comprehensively the retrospective 
and prospective course of illness to facilitate evaluation of the longitudinal 
unfolding of the affective disorders, the relationship of psychosocial stres- 
sors to illness onset and episode recurrence, and, most importantly, the 
degree of response to treatment. This, in turn, has led to significant contro- 
versies in the design of clinical trials appropriate to the variegated course of 
bipolar disorder and thus to a paucity of clinical trials in this potentially 
lethal medical illness. 


1 National Institute of Mental Health, Biological Psychiatry Branch, Bethesda, Maryland 20892- 
1272, USA 


PROGNOSIS OF BIPOLAR DISORDER: COMMENTARIES 159 


Based on the Kraepelinian concept of life charting [1], we developed the 
retrospective and prospective National Institute of Mental Health (NIMH)- 
Life Chart Method (NIMH-LCM@)) or LCM, which implements a schema of 
manic and depressive severity based on the degree of mood-related func- 
tional incapacity [2, 3]. Life charts make no a priori assumptions about 
course of illness, but allow for a continuous precise delineation, which 
helps confirm diagnosis, identify subtypes of the disorder, and promote 
elucidation of illness patterns that do not meet traditional criteria, such as 
brief recurrent depressions or hypomanias, including ultrarapid and ultra- 
dian cycling. 

Briefly, course of illness is charted at three severity levels retrospectively 
and four levels prospectively, with manic episodes above and depressive 
episodes below a date line, which also signifies baseline or euthymic mood. 
Treatments are coded above the episodes, while comorbidities and psycho- 
social stressors are intercalated below. The time domain for retrospective 
assessment is a month, while prospective ratings are daily and are based on 
the patient’s self-rated daily LCM when available or reconstructed with the 
clinician in an integrative interview. Manuals and a software program have 
been created for the LCM. Its utility has been demonstrated in clinical trials 
[4], together with its ability to allow for attribution of dysfunction separately 
to manic and depressive illness phases by providing a comprehensive 
topography of the illness based on daily ratings in prospective follow-up. 
A detailed portrayal of the degree of morbidity is provided by the LCM 
ratings, and it is interesting to note that in the study of Denicoff et al (1997) 
even a monthly administered HRSD missed six of eight moderately severe 
depressions in a moderately cycling patient over a one-year period [5]. In 
another study, using careful retrospective life charting, we found that bipo- 
lar patients with a more severe prior course of illness and a greater number 
of affective episodes performed more poorly (although in a relatively euthy- 
mic state at the time of testing) on performance tests of abstraction, atten- 
tion, and memory [6]. 

The LCM has been validated against cross-sectional scales such as the 
HDRS, the Inventory of Depressive Symptomatology, Clinician Version 
(IDS-C), the YMRS, and the Global Assessment of Functioning (GAF) (5, 7) 
as part of our Stanley Foundation Bipolar Network (SFBN), a large, multisite 
network under the direction of Robert M. Post, which is dedicated to the 
assessment and treatment of bipolar disorders [8, 9]. The SFBN is now 
following 400 to 500 patients with bipolar disorder (approximately 78% are 
bipolar I) in naturalistic follow-up with open and blinded randomized clin- 
ical trials available for illness re-emergence. 

Daily life charting is the core longitudinal instrument in the network and 
has enabled us to make detailed continuous observations of the pattern and 
severity in the first 258 outpatients during naturalistic treatment (according 
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to prevailing standards in the community) followed for a year [10]. Marneros 
and Brieger elucidate and highlight the significant degree of morbidity in 
bipolar illness in many studies they reviewed. Our findings confirm the 
tremendous illness burden experienced by many bipolar patients; 26.8% of 
our outpatients were ill for more than three-quarters of the year, and 40.3% 
were intermittently ill. The remaining one-third of patients were relatively 
well for most of the year; however, only 11.2% were virtually illness free. 

As part of the network’s naturalistic follow-up we have also been able to 
examine the relationship of high severity early life stresses involving phys- 
ical or sexual abuse in childhood and adolescence to the subsequent course 
of bipolar illness [11]. Of the 631 network patients who were evaluated, 24% 
endorsed a history of childhood/adolescent physical abuse and 25% a 
history of early sexual abuse. These individuals had experienced a more 
severe retrospective course of illness with a progressive increase in severity 
of mania and depression, an earlier illness onset, greater cycling frequen- 
cies, a higher incidence of suicide attempts, and increased Axis I and II 
comorbidities. The self-reports of a difficult prior course of illness were 
prospectively validated in a subgroup of 373 patients who had been 
followed prospectively for a mean of 2.8 years (range 1-5.7 years) with the 
daily LCM as well as cross-sectional ratings. In comparison to the non- 
abused group they experienced a greater percentage of time ill on the 
daily LCM and also on the IDS-C and YMRS. They also had more days of 
ultradian cycling as delineated on the LCM. 

Studies in the network continue to look at prognosticators of course of 
illness, comorbidities, and novel treatment interventions. The hope is that 
the longitudinal description of the illness provided by the LCM can help 
resolve many of the ongoing controversies in the design of studies in bipolar 
illness and the assessment of treatments, so that this illness with its high 
degree of morbidity and mortality can be addressed in the most effective 
way to help ameliorate the suffering of our patients. 
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2.5 
Issues in the Assessment of Course of Illness in Bipolar Disorder 


Leonardo Tondo! 


Bipolar disorder is a recurrent, often severe, and sometimes disabling psy- 
chiatric illness marked by characteristic mood instability accompanied by 
changes in thinking and behaviour. Characterization of the course of the 
illness and the effects of maintenance treatment on long-term morbidity 
require prolonged longitudinal observations, as emphasized by Marneros 
and Brieger. The course can vary widely, from a single episode of mania to 
many recurrences of mania, depression, or mixed states, with or without 
psychotic features. Although even a single episode may have disruptive and 
lethal consequences, prognosis is best indicated by the number and severity 
of recurrences. 
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Marneros and Brieger review methods for clinical assessment and research 
on course and outcome in bipolar disorder, considering both the limitations 
and advantages of controlled vs. naturalistic study designs, and appropri- 
ately emphasizing the need to define and differentiate episodes and cycles, as 
well as to distinguish clinical and functional outcomes. They evaluate repre- 
sentative naturalistic studies of the course of bipolar disorder, including 
older and more recent studies of varying duration. The evaluation of course 
and outcome can be influenced not only by methodological and clinical 
factors, as well as setting of the study, but in the current psychopharmacolo- 
gical era it is also invariably confounded by treatments, especially long-term 
therapies, that surely affect the natural course of the illness [1]. 

The design of outcome and experimental therapeutic studies, to an extent, 
predetermines the results obtained [2]. For example, in controlled trials, 
patient-subjects must be competent to evaluate and accept some risk of 
new illness, and clinicians and review boards must weigh the greater risks 
in patient-subjects with a more severe past history. These requirements tend 
to exclude currently or previously severely manic or depressed and suicidal 
patients, or may bias toward less severely ill samples. Naturalistic studies 
may include a broader spectrum of illness severity and type than in con- 
trolled trials, but both study types are subject to uncontrolled, differential 
losses and retention of subjects over time as effects of emerging illness or 
intolerability of the specific treatment provided. Both study types also risk 
potential erosion of the quality and quantity of data, as well as rising 
logistical and cost considerations, with longer follow-up, as is required to 
fairly assess long-term course in an inherently unstable illness. Moreover, 
treatment-crossover designs and other protocols commonly involve rapid 
withdrawal from an ongoing active treatment. Consequences of such abrupt 
interruptions include increased probability of earlier recurrences or mania, 
depression, and suicidal acts than those occurring naturally in untreated 
illness, and far greater risks than when treatment remains uninterrupted [3]. 

Outcome measures in treatment-effectiveness studies in bipolar disorder 
usually rate occurrence of an episode of illness, time to a first recurrence of 
illness, or meeting a fixed criterion of response, commonly 50% reduction of 
episode frequency or of time ill during observation. Though such measures 
are attractive for their relatively simple quantifiability, they may be exces- 
sively narrow for an illness of variable course, with typically incomplete 
protection from future morbidity or disability regardless of the treatment 
provided. They can also miss clinically important, and common, partial 
responses, particularly as reflected in reduced frequency, duration, and 
severity of recurrences, and improved functional status [4]. 

The setting of a study will also affect the results obtained. Some settings 
involving opportunistic observations in moderately ill patients self-selected 
to remain ina closely supervised treatment programme may over-represent 
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subjects with better prognoses, treatment adherence, and treatment re- 
sponses. In some ordinary clinical settings or public institutions that 
manage a high proportion of very ill, highly comorbid, treatment-resistant, 
uncooperative, or infrequently followed patients, outcomes are often highly 
unfavourable [4]. However, either setting can yield highly misleading con- 
clusions, particularly when compliance with treatment is a major uncon- 
trolled variable [5]. 

In conclusion, studies of course and prognosis in bipolar disorder need to 
consider methodological, clinical, and treatment-related aspects of their 
designs very closely. Important considerations include sample characteris- 
tics, comorbidities, and methods of assessing and recording morbidity over 
time, as well as the type and duration of both specific and nonspecific 
therapeutic interventions, and finally treatment adherence. All these factors 
may ultimately influence the selection of the sample populations; therefore 
the published findings may not be generalized to all patients. Readers of 
reports of such studies should be able to estimate their quality in order to 
compare the results to their own experience and apply the findings to their 
practice. 


REFERENCES 


1. Koukopoulos A., Reginaldi D., Laddomada P., Floris G., Serra G., Tondo L. 
(1980) Course of the manic-depressive cycle and changes caused by treatments. 
Pharmakopsychiat. Neuropharmakol., 13: 156-167. 

2. Guscott R., Taylor L. (1994) Lithium prophylaxis in recurrent affective illness. 
Efficacy, effectiveness and efficiency. Br. J. Psychiatry, 164: 741-746. 

3. Baldessarini R.J., Tondo L., Viguera A.C. (1999) Discontinuing lithium main- 
tenance treatment in bipolar disorders: risks and implications. Bipolar Disord., 1: 
17-24. 

4. Baldessarini R.J., Tohen M., Tondo L. (2000) Maintenance treatment in bipolar 
disorder. Arch. Gen. Psychiatry, 57: 490-492. 

5. Brodersen A., Licht R.W., Vestergaard P., Olesen A.V., Mortensen P.B. 
(2000) Sixteen-year mortality in patients with affective disorder commenced 
on lithium. Br. J. Psychiatry, 176: 429-433. 


164 BIPOLAR DISORDER 


2.6 
The Sustained Prospective Study: Is it Worth the Effort? 


William Coryell’ 


Marneros and Brieger’s comprehensive review reveals, among many other 
things, the scarcity of prospective follow-up studies with multiple assess- 
ments and a sustained observation beyond 10 years. Of nine studies listed as 
modern and long-term, only two meet these criteria—the National Institute 
of Mental Health (NIMH) Collaborative Depression Study (CDS) [1, 2] and 
the Zurich Study [3, 4]. The lengthy commitment required to conduct such 
studies accounts for their rarity. Why is it important that there be, neverthe- 
less, more of them? 

The advantages of a naturalistic design lie in feasibility and generalizability. 
The selection biases resulting from efforts to control treatment through proto- 
cols of even one or two months’ duration are widely appreciated. Because 
clinicians deal almost exclusively with treatment-seeking patients, they easily 
forget that many individuals with major affective disorder seek treatment for 
some episodes but not others. Though all patients in the CDS study were 
recruited at treatment facilities during their index episodes, nearly one-third 
(31.8%) of those with major depressive disorders received no somatic treat- 
ment in their next prospectively observed episode [1]. The decision to seek 
treatment is, of course, not a random one and is driven largely by episode 
severity and persistence [2]. This gives rise to the “clinician’s illusion” in 
which clinicians perceive illnesses as more chronic than, in fact, they are [5]. 

Moreover, certain patient characteristics, such as substance abuse and 
impulsivity, will influence both the course of illness, under any treatment 
circumstance, and the likelihood of compliance with, for instance, lithium. 
The increase in mortality described for patients who leave lithium clinics 
may therefore reflect factors other than the absence of lithium. 

The term “prospective” generally implies that a uniform assessment of 
patient characteristics took place at the beginning of follow-up. Retrospec- 
tive follow-ups must ascertain the variables necessary for diagnosis and 
outcome prediction from medical records. The irregular omission of specific 
variables makes the generation of replicable results much less likely. 

Most of the lengthier, prospective, studies have employed repeated as- 
sessments during follow-up. The presence of memory artefacts makes this 
an extremely important feature if the course of a remitting illness is to be 
mapped accurately. Evidence for this is of several sorts. 

In the CDS, a large group of relatives and spouses of probands, as well as 
a group of unrelated controls, were interviewed as the probands entered the 
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study, and again six years later, this time by a rater blind to the results of the 
first interview. Of those who described a lifetime history of major depres- 
sive disorder, mania or hypomania at the first interview, 3 in 4, 1 in 2, and 
1 in 3, respectively, described such a history again six years later [6]. In an 
earlier, test-retest, reliability study, Andreasen et al [7] showed that the 
kappa for a lifetime diagnosis of mania fell from 1.0 for a same-day re- 
interview, to 0.88 and 0.48 when the interval between interviews was 
increased to six months and five years, respectively. 

Prevalence data provide a particularly striking illustration of this problem. 
In the two largest American efforts to establish the prevalence of mental 
disorders, Weissman et al [8] reported the 12-month and lifetime prevalence 
rates of bipolar disorder were 1.0 and 1.2%, respectively. Using a very 
different study design, Kessler et al [9] likewise found that 12-month and 
lifetime rates for mania were nearly identical (1.3 and 1.6%, respectively). 

The above findings underscore the intuitively obvious fact that the re- 
moteness of an event will correlate with its memorability. Thus, in addition 
to the general inaccuracy introduced by asking patients about time distant 
episodes, a foreshortening effect on cycle length or interval between epi- 
sodes is very provable. Because episodes from the distant past will be 
preferentially forgotten, the intervals between more recent episodes will 
appear to shorten. The widely discussed kindling effect [10] is based on 
assessments which were largely retrospective. It is not surprising, then, that 
Angst [11], whose follow-up was “predominantly prospective”, found only 
shortening between the first and second cycles and none between cycles 2-5. 
Turvey et al [12], using data which was purely prospective, found no 
evidence for increasing episode frequency over time. 

An extended observation period offers other unique opportunities when 
combined with a suitable assessment interval. As Marneros and Brieger 
note, short-term follow-ups underestimate the likelihood of remission and 
produce an inaccurately grim view of prognosis. All experienced clinicians 
have faced chronically depressed patients who desperately want to know if 
there is hope for recovery. Only an extended follow-up could show, as 
Mueller et al [13] did, that 38% of patients with five years of a perspectively 
documented and unrelenting major depressive disorder recovered at some 
point in the next five years of follow-up. 

Only extended follow-ups can show whether a recurrent illness “burns 
out” over the years, whether and how certain subgroups gradually worsen, 
and whether life stages, ie. early adulthood, middle age, and old age, have 
predictable effects on the persistence and quality of affective symptoms. 
Marneros and Brieger listed a number of well-designed, prospective follow- 
ups under “medium-term naturalistic studies”. Hopefully, most of these 
investigators will find the funding and the resolve to extend their efforts 
beyond 10 years. 
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2.7 
Prognosis—When and for Whom? 


Thomas A. Wehr! 
Before the era of modern treatments, one of the most valuable services that 


medical science could provide was the formulation of a prognosis, based on 
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a diagnosis. Sometimes this information was reassuring. When it was not, it 
would have confirmed one’s fears, but it might also have given a feeling of 
control by reducing uncertainty. To be sure, the comfort afforded by such 
knowledge must have been meagre in many instances. 

Given the severity of untreated mania or psychotic depression, and given 
the duration of untreated episodes, it must have seemed remarkable to our 
19th-century colleagues that such episodes could remit spontaneously and 
patients could be discharged from their asylums, ostensibly well. To speak 
of the possibility of such a favourable outcome at the outset of an episode 
must have provided comfort to patients’ loved ones and a feeling of power 
and usefulness to psychiatrists who had little else to offer besides custodial 
care. It is not surprising then that prognosis became one of the foundations 
of the diagnostic system bequeathed to us by Kraepelin and other psych- 
iatrists of that era. 

For contemporary psychiatrists, what is the relevance of the literature on 
prognosis to clinical practice? The answer to this question will depend on 
when a psychiatrist is asked to make a prognosis for bipolar illness. Fre- 
quently, patients and their families wish to know the prognosis when the 
illness is first diagnosed. As Marneros and Brieger point out, it is clear that 
good prognosis and bad prognosis do not invariably distinguish affective 
disorders and schizophrenia. For bipolar illness, the spectrum of outcomes 
is broad, from sustained, total remission to sustained, total disability, with 
significant numbers at either extreme. But the psychiatrist is asked to pro- 
vide a prognosis for an individual, not a population. In light of this fact, the 
literature might not be particularly helpful, except to alert all interested 
parties to the diversity of possible outcomes. 

The issue of prognosis can arise again later in the course of illness, when, for 
example, the patient has had unsatisfactory responses to treatment, or when 
marriage, children, or new professional responsibilities are contemplated. 
Sometimes, psychiatrists are asked to make prognoses for insurance applica- 
tions or forensic purposes. In most of these situations, prognoses will surely 
differ, depending on prior course, response to treatment, and assessments of 
the patient’s compliance with, and access to treatment. What is the prognosis 
of the treatment-resistant patient? What is the prognosis of the compliant 
patient? What is the prognosis of the stable patient? What is the prognosis of 
the patient with inadequate health care? In many of these instances, one 
suspects the prevailing opinion—for which the literature provides some 
support—is that the past is often the best predictor of the future. 

In the modern era, formulation of a prognosis will usually reflect the clin- 
ician’s expectation that the course of illness will be moderated by treatment. 
The extent to which this expectation proves to be true depends on several 
patient factors, such as compliance, comorbid substance abuse, and others, as 
enumerated by Marneros and Brieger. To this list, we undoubtedly will add 
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genetic factors that predict response to treatment, as was recently reported for 
antidepressant-induced mania [1]. Factors external to the patient have re- 
ceived relatively less attention in research on course of illness and outcome 
of treatment. For example, access to and quality of care must profoundly affect 
these variables. Pharmacological treatment of bipolar illness is an art that 
requires persistence, vigilance and empiricism—persistence in trying new 
approaches to treatment, vigilance in detecting and treating the earliest symp- 
toms of an episode, and empiricism in finding combinations of treatments that 
are effective for a given patient and in avoiding those that prove to be deleteri- 
ous [2-5]. To be sure, the patient plays an important role as collaborator in this 
enterprise, but the patient’s capacity to play this role depends in turn on the 
clinician’s willingness to provide the information and the type of relationship 
that are conducive to collaboration. In these respects, prognosis is not only an 
inherent property of bipolar illness; itis also a function of the quality of care that 
will be provided. 
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2.8 
Prognosis and Manic-Depressive Cycle 


Athanasios Koukopoulos' 


Manic-depressive illness is essentially a cyclic phenomenon. Its cyclicity is 
not simply a type of course such as can be observed, for instance, in malarial 
fevers or epileptic attacks, but is probably its fundamental component, 
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because the disorder in its core manifestations appears closely related to 
cyclic biological rhythms like sleep, and to environmental, circadian and 
seasonal variations. From a clinical point of view, it is the single most 
distinguishing feature of the disorder and is more significant than any 
symptom or cluster of symptoms. 

The unit of this cyclic course is the manic-depressive cycle, composed of an 
episode of mania, one of depression, and an interval in varying sequences. 
The word “cycle” was used for the first time in psychiatry in 1845, by W. 
Griesinger: “Not rarely the whole disease consists of a cycle of both forms 
(mania and melancholia), which often regularly alternate with each other” 
[1]. Many authors since antiquity have intuited the intrinsic link between 
mania and melancholia. Aretaeus said: “Once the attack of mania is over the 
sick person becomes slowed down, taciturn and sad and when they recall the 
illness they have been through they feel anguish at their wretchedness”’ [2]. 
Alexander of Tralles maintained that ‘‘nothing else is mania than the 
mounting of melancholia towards aggressive excitation” [3]. Thomas Willis 
writes: “These two, melancholy and mania, mutually exclude and replace 
each other like smoke and flame” [4]. Since then, however, the alternation 
between the two phases and their inner relation was never seen as a regular 
occurrence, intrinsic to the disease. It was viewed as accidental or random. 

The credit for first describing a single disease entity must go to Falret, 
who described in 1851 a form he named folie circulaire, characterized by an 
alternation between mania and melancholia followed by a “lucid” interval 
[5]. He conceived these three stages as a “circle”, hence the name folie 
circulaire. In 1854 Baillarger described his folie a double forme [6]. Unlike 
Falret’s folie circulaire, the folie a double forme does not include a free interval 
after each cycle (accés) but only intermissions between the two episodes 
(periodes). For Falret, this new entity was a distinct disease, while for Bail- 
larger it was a syndromal alternation of melancholia and mania. 

In the 20th century the concept of cyclicity of mood disorders and of its 
relation to the seasons declined for various reasons: psychoanalysis, the 
change of perception of time from cyclical to linear, but also because of 
Kraepelin who, probably in his efforts to deny the precise regularities of the 
French authors, neglected the study of the manic-depressive cycle in his 
treatises. 

In an investigation of the course of manic-depressive cycles, published in 
1980 [7], and involving 434 bipolar patients, we found the following patterns. 
In 119 patients (28%), the cycle started with a manic episode which was 
followed by a depressive episode and then by a free interval (MDI pattern); 
101 patients (85%) were bipolar I (BPI), and of all the 207 BPI patients, 50% 
had the MDI pattern. In 106 patients (25%), the cycle started with depression, 
followed by mania or more often by hypomania and then by a free interval 
(DMI pattern). 78% were bipolar II (BPII) patients. Eighty-seven patients 
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(20%) were rapid cyclers (RC), 83 (19%) had a continuous circular course (CC) 
with long cycles and 39 patients had irregular patterns. 

The intrinsic link between the two phases of the cycle becomes evident in 
the different response to treatment. The MDI cycles respond far better to 
prophylactic treatments than the DMI cycles [7-11]. Our explanation is that in 
the first case lithium acts upon a mania that emerges gradually and without 
the interference of antidepressants. The prevention of mania prevents the 
onset of the depression. In the case of DMI cycles, the mania or hypomania is 
more resistant to lithium, because it is activated by the antidepressants given 
for the depression and often this results in a switch. The continuation of 
antidepressants may result eventually in rapid cyclicity [12]. 

These different types of manic-depressive cycle have also a different 
prognosis as far as frequency of relapse is concerned. We found that the 
BPI type, made up mainly of MDI cycles, had a frequency of 0.63 episodes 
per year, while the BPII type, made up mainly of depression-hypomania- 
free interval (DMI) cycles, had a frequency of 1.80 episodes per year [13]. To 
underline is the finding of Maj [14]: the patients who had a switch in their 
course (Dm or DM cycles) are more likely to become rapid cyclers. 

These findings suggest a primacy of the mania in the structure and 
evolution of the manic-depressive cycle. In fact all the prophylactic treat- 
ments (neuroleptics, lithium, anticonvulsants, atypical antipsychotics) are 
antimanic treatments. 
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2.9 
The Importance of Natural Course and Depression in Bipolar I Disorder 


Carolyn L. Turvey‘ 


Marneros and Brieger’s comprehensive review of the prognosis of bipolar I 
disorder offers considerable evidence that the most consistent and powerful 
predictor of long-term course is prior morbidity. Marneros and Brieger 
summarize several studies that fail to find baseline variables that predict 
long-term course. Candidate subtypes such as rapid cycling and mixed epi- 
sodes show poor stability over time and support for their prognostic value is 
equivocal. Furthermore, evidence comparing pre-treatment and treatment- 
era studies suggest that the prophylactic efficacy of lithium may be less 
powerful than once thought. In contrast, studies with as widely disparate 
samples and methods as the National Institute of Mental Health (NIMH) Col- 
laborative Study of Depression, and the Zurich, Danish, Naples and Univer- 
sity of California at Los Angeles (UCLA) studies all draw the somewhat 
bland conclusion that morbidity predicts morbidity. These findings converge 
in support of the claim that the natural course of the illness specific to each 
individual patient is the most important determinant of long-term prognosis. 

Marneros and Brieger carefully explain the potential bias towards an 
overrepresentation of more severe bipolar disorder in both clinical and 
research experience with this illness. However, the underrepresentation of 
the less severe forms of bipolar disorder should be emphasized more. 
Although Kraepelin is often cited in his discussion of the acceleration of 
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relapse over the course of the illness, he also describes at length the enor- 
mous individual variability in course for manic-depressive illness [1]. Even 
in the pre-treatment era, patients could experience periods of remission for 
five years or more. In the context of my clinical research and practice, parti- 
cularly in genetic family studies where untreated family members of bipolar 
I probands are evaluated, it has become clear that some bipolar I individuals 
can have a history of a single manic episode, but no follow-up treatment and 
no documented recurrence. The patient and family later attribute the manic 
episode to situational factors such as excessive travel or drug use, even 
though the treating physicians ruled out these explanations, made a diag- 
nosis of bipolar I disorder and hospitalized the patient. 

An understanding of this less severe end of severity spectrum for bipolar 
disorder enriches our understanding of the importance of the wide variabil- 
ity of individual differences in determining course for this illness as well 
as the prophylactic efficacy of our treatments. The heated controversy around 
the prophylactic efficacy of lithium is perhaps unnecessarily polemic. The 
repercussions of an untreated relapse and the demonstrated efficacy of 
lithium in clinical trials offers sufficient rationale for a conservative and 
preventive treatment approach for patients functioning at the severity level 
most commonly found in our clinics. Presumably, those who could function 
without prophylactic treatment are more likely to self-select out of treatment. 

Although several studies have attempted to delineate meaningful sub- 
types of bipolar disorders, the prognostic importance of these subtypes is 
not clear. Mixed states, rapid cycling and seasonal affective disorder have 
failed to garner solid support as stable and prognostically relevant subtypes 
in spite of clinical accounts of their importance. To date, research in this area 
has been hampered by the variation in criteria used to define subtypes and 
site differences in how broadly the criteria are applied. More elaborate and 
methodologically rigorous diagnostic methods are needed before this re- 
search can progress. This cannot occur until the field decides which symp- 
toms of irritability and agitation occurring during a depressive phase of an 
episode are “true” indications of mania. Otherwise, depending on the 
investigator’s clinical bent, different investigators will label the same clinical 
presentation as a mixed episode, rapid cycling, agitated depression or one of 
the impulsive personality disorders. 

Of the many demographic, baseline and phenomenological variables 
tested for their prognostic value, two have emerged as consistently signifi- 
cant: depression and psychosis. Admittedly, much of the support for the 
prognostic value of depression comes from the NIMH Collaborative Study 
of Depression and is a specific focus of our group. Coryell et al [2] found that 
persistence of depressive symptoms in the first two years of follow-up 
predicted poor long-term prognosis, yet persistence of mania did not. This 
finding is extraordinary and needs further independent replication because 
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it suggests that not all types of morbidity are created equal. How is it that 
depression is relevant to later course but mania is not? 

Some posit that mood stabilizers are more effective in treating mania than 
depression [3, 4]. However, it is difficult to tease this apart from the possibil- 
ity that depression has a more chronic natural course than mania. Patients 
may be more inclined to report chronic subsyndromal depression than sub- 
syndromal mania because the former causes more subjective distress. On a 
more speculative note, a chronic depressive course may indicate an end-stage 
or more severe form of the illness where the capacity to upregulate mood to 
achieve euthymia or even mania is no longer intact. Future research can 
examine whether patients’ course becomes more depressive over time or 
with age. In addition, it would be important to test whether the prognostic 
significance of mixed or rapid cycling episodes is due primarily to the 
presence of chronic depressive symptoms. For example, Strakowski et al. [5] 
found that mixed episodes were predictive of later suicidality, but when the 
relative contribution of depressive versus manic symptoms was examined, 
only the depressive symptoms remained significant. Comparable studies 
should be conducted using poor long-term prognosis as the outcome. 

Marneros and Brieger end their thorough review with a reminder of the 
potential benefits of this illness as well as the importance of including the 
personal reports of those suffering the illness in our general understanding 
of bipolar disorder. The potential benefits are most often attributed to 
hypomanic or manic symptoms with the paralysis associated with chronic 
depression left unmentioned. Although bipolar depression is less immedi- 
ately exciting than the concept of rapid cycling, or kindling theory, we must 
turn our attention to the clinical and theoretical importance of the less 
beneficent pole of manic-depressive illness. 
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2.10 
Analysing Course of Illness in Bipolar Disorder 


David A. Solomon! and Andrew C. Leon? 


Bipolar disorder is usually a lifelong illness, marked by multiple recurrences 
of mood episodes, persisting prodromal or residual subsyndromal symp- 
toms, comorbid psychiatric disorders, and psychosocial impairment. In 
reviewing these and other aspects of the illness, Marneros and Brieger 
have organized their work around the length of follow-up for the many 
studies they have examined, rightfully giving more weight to findings from 
studies with a longer observation time. However, it is important to note that, 
although longitudinal follow-up is necessary for studying the course of 
illness in recurrent diseases such as mood disorders, what the follow-up 
data reveal is in large measure a function of the statistical models that are 
used to analyse the data. Different statistical models vary in their capacity to 
make full use of follow-up data. 

Typically, for bipolar disorder, the outcome of interest includes recur- 
rence of mania and major depression, and recovery from these mood epi- 
sodes. Older studies treated recurrence and recovery as a dichotomous 
variable: the study patient had a recurrence or did not, and likewise, 
recovered from a mood episode or did not. Problems arise with this ap- 
proach when subjects drop out of the study or ultimately when the study 
ends. Taking recurrence as an example, if subjects withdraw prior to recur- 
rence, the rate of recurrence may be underestimated. Similarly, termination 
of the study may lead to underestimating the rate of recurrence simply 
because the length of follow-up was inadequate. 

To avoid these problems, one can use the statistical method known as 
survival analysis to examine the outcomes of recurrence and recovery [1]. 
Survival analysis examines the time that elapses until the event of interest 
occurs. Since at least 1974 [2], it has been used to analyse longitudinal data 
in psychiatry. For several reasons, survival analysis is well suited to exam- 
ine course of illness data. One reason is that survival analysis uses all 
available data from all subjects, including those who withdraw before 
completing the study. Second, survival analysis accounts for varying 
lengths of follow-up, and third, it estimates the changing probability of 
the event, for example recurrence, at different times over the course of 
follow-up [3]. The time to recurrence may be incomplete for many or even 
most subjects because not all of them are followed long enough to directly 
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measure the length of time to recurrence. For these subjects, time to recur- 
rence is classified as “censored”. 

The Kaplan-Meier product-limit estimate [4] is a fundamental aspect of 
survival analysis which estimates the proportion of subjects who remain 
well, that is, survive without a recurrence up to a given time point or assess- 
ment. This quantity incorporates all available data, including data from 
subjects who drop out. Drop-outs are classified as censored cases at the 
point at which they withdraw from the study, and survival analysis assumes 
that drop-out is due to reasons unrelated to the event of interest. The validity 
of that assumption is not always clear; for example, subjects may drop out of 
a study or refuse further follow-up as they begin to suffer prodromal symp- 
toms leading to recurrence. Survival analysis can be used to analyse course 
of illness data for many phenomena, such as time to recovery from a mood 
episode, time to return to work, or time to suicide attempt. The Cox propor- 
tional hazards model [5] is a regression approach to survival analysis that is 
used to examine the strength of the association between prognostic factors 
and the event of interest. A limitation of such survival analyses is that it 
restricts the analysis to one survival interval (for example, time to recurrence 
or well interval) per subject. 

In contrast, a mixed-effects survival strategy can incorporate multiple sur- 
vival intervals per subject. For instance, one subject may have five recurrences, 
another subject may have three. Regardless, one mixed-effects model can 
examine prognostic factors incorporating all of these survival intervals. To 
take full advantage of longitudinal data, one cannot arbitrarily restrict the 
analyses to one event (for example, the first recurrence or recovery) per subject. 
Rather, one ideally would examine the event in the context of prior events. 

As Marneros and Brieger amply show, bipolar disorder is marked by the 
same event occurring repeatedly, such as multiple recurrences and recover- 
ies. Unfortunately, up until recently, the statistical models available to 
examine multiple mood episodes have been restricted to analysing one 
mood episode per subject. Taking multiple recurrence as an example, 
these models do not allow one to analyse the effect of successive mood 
episodes on the risk of recurrence. Rather, these fixed-effects models can 
include only one well interval per subject. Thus, the researcher must arbi- 
trarily select one of many possible well intervals. The result is that the 
findings are vulnerable to selection bias. This is because the median episode 
duration for a group of study patients may be dominated by patients with 
brief recurrences. To avoid this selection bias, one can now make use of a 
mixed-effects survival strategy such as mixed-effects, grouped-time sur- 
vival analysis [6]. This analytic strategy allows one to construct an analytic 
model that accounts for within-subject variation in risk of recurrence of 
mood episodes, and does so by including multiple well intervals per subject. 
By accounting for individual heterogeneity or propensity toward recur- 
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rence, one can better gauge the effect of prior mood episodes, and better 
understand the overall course of illness and outcome. This strategy can be 
extended beyond multiple recurrences to other aspects of bipolar disorder, 
such as multiple recoveries, the course of prodromal and residual symp- 
toms, and the return to productive functioning. 
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2.11 
Outcome in Bipolar Disorder: How Much Have We Learned? 


Mauricio Tohen! 


Bipolar disorder has been known for many centuries, However, our under- 
standing of its course and outcome still remains incomplete. As Marneros 
and Brieger point out, the main problem has been the “snapshot” approach 
taken by both clinicians and researchers when approaching the disorder. 
The cross-sectional approach is no doubt flawed not only in the prediction 
of outcome, but also in the selection of treatment. Kraepelin emphasized a 
longitudinal approach more than a century ago. 

Perhaps an aspect that has not been emphasized enough is the value of 
observing patients starting at the onset of their illness, which could be 
labelled a complete longitudinal approach. In recent years, there has been an 
emphasis in the non-affective psychosis, primarily schizophrenia, to con- 
duct first-episode or prodromal studies. Research groups in the US, Europe 
and Australia have been conducting first-episode or prodromal studies for 
more than a decade. However, there are few first-episode studies of bipolar 
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disorder. Although studies describing the outcome of a first-episode cohort 
are not new, most contemporary bipolar outcome studies have included 
multiple episode populations, which are prone to have a poor outcome. 
Two studies in the United States, however, have focused on first-episode 
cohorts: the McLean/Harvard First Episode Mania Study [1, 2] and the 
University of Cincinnati Study [3]. By assessing a first episode population, 
confounding factors such as chronicity itself may be controlled, providing 
more generalizable findings. It is possible that the current rather pessimistic 
portrayal of outcome in bipolar disorder stems from multiple episode 
cohorts recruited from academic institutions that may not be representative 
of most clinical samples. 

The study of prodromal cases in bipolar disorder deserves more attention 
and may even provide the key to prevention. To test the concept of neuro- 
protection of pharmacological agents, the ideal population is no doubt first- 
episode and prodromal patients. Another contemporary approach that 
needs to be implemented to further understand the course of bipolar dis- 
order is the use of neuroimaging and neuropsychological assessments. 

A major contribution of Marneros and Brieger’s review is the comprehen- 
sive description of the terminology utilized in outcome research in bipolar 
disorder. Terms such as recovery and relapse are frequently loosely utilized. 
To enable the comparison of different studies and even to be able to pool 
data from different cohorts when appropriate, it is of paramount impor- 
tance for investigators to utilize common terminology. The classification of 
observation time into long-term, medium-term and short-term is a valuable 
contribution considering that length of the follow-up often affects many of 
the findings. Researchers and clinicians reviewing outcome research in 
bipolar disorder are encouraged to make these helpful distinctions. 

One of the limitations of many studies in bipolar disorder is the lack of 
clarity on how outcome is defined. It is not appropriate to define outcome as a 
unidimensional parameter. Rather, multidimensional outcome studies are 
needed to describe the course of an illness. The inherent risk of multidimen- 
sional outcomes would be an overly complex definition of outcome. The 
challenge that outcome researchers have is to present the most parsimonious 
assessment of outcome—precise but not multiple to the risk of losing clarity. 

An issue that remains unclear is the value of clinical trials with a reasonable 
duration (at least one year) in outcome research. The main advantage of 
clinical trials is that one of the most important confounding factors of out- 
come, treatment, is standardized. It is no doubt helpful to clinicians to know 
the expected outcome in patients who have been maintained in a commonly 
used treatment such as lithium. Another perhaps undervalued opportunity 
is the outcome of patients randomized to placebo—if washout of previous 
treatment was done appropriately, this represent a unique “naturalistic” 
observation. Of course, the main limitation of outcome findings in clinical 
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trials is the potential lack of representativeness of clinical trial populations. 
However, no doubt outcome research on clinical trial populations can be 
generalized to other clinical trial populations. For clinical investigators or 
ethical board members, outcome research in clinical trial populations is of 
immense value, especially when outcomes such as suicide are considered. 

An ongoing debate about outcome research in general is the value of one 
site versus multiple site studies. The main advantage of one site studies is 
the presence of a homogeneous sample and the uniformity of assessment 
methods, which are key to ensure internal validity. The main challenge is 
the smaller number of study subjects and the possible limitations in the 
generalizability of the results. No doubt to study rare events, large samples 
are needed. A recent major attempt has been taken by the National Institute 
of Mental Health, which will recruit 5000 patients in order to study the 
course and effectiveness of different pharmacological treatments. Finally, 
the determination of predictors of outcome in bipolar disorder is essential 
for clinicians, investigators, patients and their families. New technologies 
such as neuroimaging and genetics will no doubt enrich our knowledge of 
outcome in bipolar disorder. 
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2.12 
Heterogeneity of Course and Outcome in Bipolar Disorder: 
Can Genetics Help? 


Bernard Lerer and Avraham Yakir! 


One of the aspects of bipolar disorder that is most striking to clinicians is 
the remarkable clinical heterogeneity of the illness. The spectrum of patients 
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runs the full range from highly functional, well-adjusted individuals who are 
almost completely symptom free for decades, to socially dysfunctional, 
chronically ill people who have repeated relapses from which they never 
recover fully. During the acute phase of the illness, patients may be severely 
psychotic, with mood elements that are barely sufficient to meet diagnostic 
criteria, or may manifest mood symptoms that are the epicentre of the 
episode and range in polarity from deep depression to expansive manias. 
According to currently accepted criteria, this entire clinical spectrum falls 
within the realm of bipolar disorder and also within the province of the 
comprehensive, systematic review by Marneros and Brieger. 

Presenting the evidence with methodological precision, Marneros and 
Brieger inexorably lead us to a number of disturbing conclusions. Bipolar 
disorder is a recurrent illness characterized by a mean of three acute episodes 
during the lifetime course. Close to a third of patients have significant 
personality and social impairment; comorbidity with substance abuse is 
high and so is the risk of suicide, even if previously over-estimated. Most 
disturbing of all to the dedicated psychopharmacologist is that it is uncertain 
whether modern treatments have changed the length of episodes or the 
number of relapses essentially in comparison to the pre-pharmacological era. 

The data summarized by Marneros and Brieger make it clear that demo- 
graphic and clinical features, which have emerged from decades of research, 
have little power to predict course and outcome. Is there a different perspec- 
tive that can help us to resolve the clinical heterogeneity of bipolar disorder? 
Since the 1970s an intriguing series of studies has suggested that there may be 
a subtype of bipolar disorder that is characterized by excellent response to 
lithium [1-3]. This may be a more heritable form, since patients who respond 
well to lithium have an excess of family members affected by bipolar dis- 
order. Segregation analyses of lithium responsive families suggest that a 
major gene effect may be operative, possibly as an autosomal recessive trait 
[4]. Molecular genetic studies of such families, including a recently com- 
pleted whole genome scan, point to a number of possible susceptibility loci 
[5]. If correct, this approach could help to resolve some of the heterogeneity 
and identify a genetically valid subtype of the illness with a better prognosis. 

Other molecular genetic studies of major psychotic disorders, while poten- 
tially consistent with this proposal, mandate that it be considered at a greater 
level of complexity. There are now a number of linkage studies that point to 
loci which may be implicated both in schizophrenia and bipolar disorder. 
These loci are located in the chromosomal regions 18p11, 13q22, 10p14 and 
22q13. Although a detailed consideration of these findings is beyond the 
scope of this commentary (for a review and references, see [6]), two caveats 
should be noted. The first is that none of the linkage findings are at a level that 
can be regarded as definitive or sufficiently replicated; the second is that 
there are also negative linkage findings for schizophrenia and bipolar 
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disorder in all the regions noted. Nevertheless, the findings are of consider- 
able interest and permit novel genetic hypotheses to be considered. 

One such hypothesis is outlined in Figure 2.12.1. It is well recognized that 
the genetic basis of both schizophrenia and bipolar disorder is most likely 
polygenic, involving the additive and epistatic contribution of a number of 
different loci of small effect as well as an environmental contribution [7, 8]. 
The view put forward in Figure 2.12.1 suggests that some of these loci 
predispose to psychotic symptoms that are characteristic of schizophrenia 
while others predispose to mood disorder manifestations such as are seen in 
bipolar disorder. The combination of susceptibility loci carried by an indi- 
vidual would (in concert with environmental effects) determine the predom- 
inant phenotype that he manifests. Depending on the combination of genes 
carried by the individual, this could run the full range from lithium-respon- 
sive, pure bipolar disorder that has an excellent prognosis to pure schizo- 
phrenia, with schizoaffective disorder falling between. Family studies that 
show an increased risk of schizoaffective disorder in the relatives of schizo- 
phrenic as well as bipolar probands are consistent with this view (e.g. [9, 10]). 
Further support comes from the data reviewed by Marneros and Brieger, 
which show that mood incongruent features predict a worse prognosis and 
that patients with schizoaffective disorder occupy a position mid-way be- 
tween schizophrenia and bipolar disorder in terms of course and outcome. 
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Figure 2.12.1 Hypothesized polygenic contribution of “psychosis” and “mood 
disorder” genes to schizophrenia, schizoaffective disorder and bipolar disorder, 
with severity of psychosis and responsiveness to lithium treatment dependent 
upon the additive and epistatic effects of the combination of genes carried by the 
individual 
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Unitary, or in their more modern version, continuum hypotheses of 
psychosis are not new. They existed before Kraepelin and have been ad- 
vanced by numerous authors since Kraepelin dichotomized psychotic ill- 
ness. A particularly influential view was proposed by Crow [11]. The ideas 
expressed in this commentary build on these approaches but are not identi- 
cal with them. The suggestions outlined are decidedly speculative and 
require empirical testing. Nevertheless, they provide a route that may 
allow us to resolve the substantial heterogeneity of course, outcome and 
response to treatment that is presently one of the most vexing features of 
bipolar disorder and to better conceptualize the ill-understood construct of 
schizoaffective disorder. 
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2.13 
Chronicity, Milder Forms and Cognitive Impairment in Bipolar Disorder 


Eduard Vieta, Francesc Colom and Anabel Martinez-Aran! 


Bipolar disorders are severe illnesses, chronic and lifelong. This could be, in 
their own words, the summary of the excellent review by Marneros and 
Brieger on the course and prognosis of manic-depressive illness. However, 
if we look at the way we treat our patients (or the way they accept to be 
treated), it does not look like we really assume that. In Europe, many 
psychiatrists would wait until the second or even the third episode before 
they prescribe prophylactic treatment. Interruption of prophylactic pharma- 
cotherapy is more the rule than the exception [1], and even in the context of 
sophisticated psychoeducational programmes the rate of non-compliance is 
close to 40% [2]. 

In this commentary we would like to deal with three important issues: a) 
as Marneros and Brieger emphasize, bipolar disorders are associated with 
high rates of recurrences and impairment: treatment, therefore, has to be 
early and lifelong; b) impairment and suicide risk are not exclusive of the 
most severe forms of the disorder: bipolar II and other apparently milder 
clinical presentations may indeed carry on high relapse rates and disability; 
c) one important source of impairment is cognitive dysfunction: contrary to 
Kraepelin’s belief, many bipolar patients show neuropsychological disturb- 
ances, which may be associated to poor occupational and social functioning. 


e Chronic illness means chronic treatment. Since in this book there is a 
complete chapter on therapies for bipolar disorder, we will just put 
emphasis on how important is to share this information with our patients. 
The younger ones are generally very reluctant to admit the chronicity of 
their illness and to be compliant with pharmacotherapy for long periods 
[3]. Denial is a common problem among bipolar patients, but the attitude 
of the treating physician is crucial to help the patient deal with it. The role 
of the family is essential as well. The family should be involved in the 
therapeutic process to help the patient understand and work actively 
towards achieving complete remission and effective prevention of new 
episodes [4]. Overall, the treatment should be vigorous and sustained, in 
order to achieve not only syndromal recovery, but functional recovery 
and prevention of recurrences [5]. 

e Milder forms are severe as well. Impairment is not only a consequence of 
psychosis, mania or hospitalizations. Many patients with bipolar II sub- 
type suffer the consequences of an extremely high recurrence rate. 
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Several studies have reported that bipolar II disorder is less severe than 
bipolar I with regard to symptom intensity, but is more severe with 
respect to episode frequency [6, 7]. The incidence of rapid cycling is, 
consistently, higher in bipolar II disorder [8]. Comorbidity rates, often a 
supplementary source of impairment, are also higher [9], and so is 
suicide risk [10]. Since underdiagnosis and misdiagnosis are more the 
rule than the exception in bipolar II disorder [8], it is unclear whether 
these high relapse, suicide, and comorbidity rates are related to inad- 
equate treatment. The regular use of mood stabilizers and psychoeduca- 
tion may reverse the higher cyclicity and suicidality of bipolar II 
compared to bipolar I [11, 12]. 

Cognitive impairment is an issue in bipolar disorder. Cognitive impair- 
ment has been believed to make a big difference in the outcome of 
schizophrenia versus bipolar disorder. However, there is a growing 
body of evidence that about one-third of bipolar patients show persistent 
and clinically significant neuropsychological disturbances [13]. These 
dysfunctions may involve changes in the fluency of thought and speech, 
learning, memory, sustained and selective attention and executive func- 
tion [14]. Cognitive disturbances may have a great impact on occupa- 
tional and social functioning, and on quality of life as well. There is some 
evidence that the presence of subthreshold symptoms is closely related 
to cognitive disability [15]. This leads again to the need of lifelong 
effective treatment and achievement of full remission as the main goal 
of therapy. 
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2.14 
Poor Clinical Course and Suicide Risk for Bipolar Disorders 


Martin Harrow, Kalman Kaplan and Joseph F. Goldberg! 


Marneros and Brieger’s scholarly and comprehensive review of bipolar 
course and prognosis points to a variety of potential difficulties in bipolar 
outcome and adjustment over the years. Despite the newer advances in 
treatment, there is still a question of how much improvement there is in 
the current clinical course as compared to that prior to the modern treat- 
ment era. Thus, a large number of studies have provided data indicating 
that despite the use of lithium for many years and the more recent use of 
depakote, the great majority of bipolar patients experience at least some 
recurrences of full affective syndromes. 
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Among the many potential outcome difficulties associated with affective 
disorders, completed suicide has long been a danger and one often linked to 
both unipolar and bipolar disorders [1]. Marneros and Brieger cite evidence 
providing empirical support concerning this danger. 

The issue of what factors predict risk for suicide in bipolar disorders has 
not been solved completely, since suicide is a complex behavioural event 
which can be influenced by many variables, with depression-related factors 
being among the most prominent ones. There are multiple factors each of 
which can increase, incrementally, the risk for suicide. 

Affective disorders are not the only ones with increased risk for suicide. 
Both patients with affective disorders and schizophrenia show a high rate 
of suicide. Data from the Chicago Follow-up Study [2, 3] and from other 
major research groups indicate a 10% risk for completed suicide in schizo- 
phrenics, a high suicide risk among substance abusers, and possibly some 
other disorders as well [1]. Clearly, even in patients who suicide who do not 
have full depressive syndromes, depressive types of symptoms (e.g., des- 
pair, hopelessness and disappointment over failed-life expectations) can be 
an influence. 

In regard to depression, low mood influences cognition and influences 
which aspects of memory are accessed into consciousness. Thus, depressed 
mood and associated feelings of despair often influence the accessing of 
memories about the course of one’s life. Depressed mood, by making 
patients “aware” of their negative memories, and leading patients to focus 
on depressed memories, can bias patients to believe their lives have been 
one long series of miserable experiences, leading to further despair and 
hopelessness and increasing suicide risk. 

The high risk for suicide in patients with schizophrenia and in substance 
abusers raises questions about what other factors are involved and why they 
increase risk for completed suicide. As one example of factors which may be 
involved, data indicating a high risk for suicide in early, young schizo- 
phrenics has led to the hypothesis that one factor is the contrast between 
previous higher expectations and current feelings of disappointment and 
frustration about their reduced level of functioning and the potential 
chronic nature of their disorder [2]. 

There are general predictors of suicide risk which apply to other major 
disorders and to people of all types. Most of these risk factors also apply to 
bipolar disorders. Cultural trends and styles within a country can increase 
risk for suicide. Both hopelessness and hostility have been studied as poten- 
tial risk factors for suicide. A decline in functioning is also a risk factor for 
suicide. Additional risk factors include being a male, being elderly, espe- 
cially being an elderly male living alone, and being Caucasian (rather than 
African-American). Other factors include higher education and higher 
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socio-economic class. Research from the Chicago Follow-up Study tends to 
confirm these risk factors across major diagnostic groups [2, 3]. 

Fawcett et al [4] have suggested that different risk factors also may emerge 
for different diagnostic groups. Thus, in addition to the general factors 
described above, there may also be diagnosis-specific risk factors. Bipolar 
and unipolar affective disorders, in addition to the general factors, may 
have one suicidal risk profile, schizophrenia may have another such profile, 
and substance abusers a third profile. 

Research from the Chicago Follow-up Study has suggested some suicide 
risk factors cut across major psychiatric diagnostic groups (e.g., declines in 
general functioning, being male, having a better educational level, and 
being Caucasian). Risk factors such as chronicity of psychosis may be 
more specific to early stages of schizophrenia, while some types of declines 
in cognitive functioning [4], and mixed states [5], may be risk factors for 
affective disorders. Overall, while our data suggest that most risk factors are 
general ones, there appear to be select diagnosis-specific ones (for some, 
involving the early presence in patients of symptoms most syntonic to their 
disorder). This research on diagnosis-specific factors needs to be confirmed 
with further empirical work. 
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2.15 
The Role of Seasonal Changes in the Course of Bipolar Disorder 


Trevor Silverstone! 


Bipolar disorder was, as Marneros and Brieger remind us in their compre- 
hensive and scholarly review, originally described by Hippocrates some 
two and a half thousand years ago. It is a sobering thought that, despite 
all the scientific, clinical and therapeutic advances made since that time, we 
understand so very little about what determines its course and outcome. All 
we can say with any confidence is that the more episodes a patient has 
experienced, the more likely he or she is to have another [1]. 

A number of initially promising potential prognostic features have been 
examined in an impressive number of follow-up studies of varying dur- 
ation. They have included the pattern of illness (rapid cycling vs. non-rapid 
cycling) [2], comorbidity (particularly with regard to substance abuse) [3] 
and seasonal factors [4]. None have been found to show consistent predictive 
reliability. Furthermore, despite our best efforts, it is only in a minority of 
patients that treatment with lithium and other mood stabilizing drugs stave 
off further episodes [5]. 

Our inability to define reliable and clinically useful prognostic indicators 
is, I believe, largely due to the lack of objective biological markers to confirm 
or refute a diagnosis of bipolar disorder. All we have to go on are clinical 
and demographic features. Another confounding influence has been the 
recent tendency to subdivide the illness into more and more subcategories, 
each with its own prognosis. For example, according to DSM-IV, bipolar I 
disorder can take one of six possible forms, with, in addition, the separate 
category of bipolar II disorder. Such nosological fragmentation is reminis- 
cent of the catalogue of dramatic forms presented to Hamlet by Polonius: 
“...tragedy, comedy, history, pastoral, pastorical-comical, historical- 
pastoral, tragical-historical, tragical-comical-historical-pastoral...”’. 

Contemporaneously with this practice of chopping the disease into ever 
smaller diagnostic subcategories (“splitting”), a counter-movement has 
taken place in the opposite direction. The term bipolar spectrum disorders [6] 
has been coined to cover a wide range of episodic mood changes of variable 
severity: from full-blown mania at one extreme, to the mild positive and 
negative fluctuations in mood experienced by many normal people at the 
other (“lumping”). Thus, when we discuss prognosis we must be clear 
about what it is we are talking; the prognosis may vary considerably from 
one subcategory to another. 
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In addition to the various diagnostic subtypes described, there are a 
number of “longitudinal course specifiers” listed in DSM-IV which can 
influence prognosis. Of particular interest to me is the seasonal pattern 
specifier which can be applied to bipolar I, bipolar II or major depressive 
disorder. This relates to the onset of depressive episodes occurring at 
characteristic times of the year, typically in autumn or winter, with remis- 
sion in spring/summer. Although not given the status of a diagnostic 
category in DSM-IV, this pattern of illness has been widely regarded as if 
it were a discrete condition, usually referred to as seasonal affective disorder 
(SAD). Here too, a number of variants have been described: “winter SAD”, 
which is the most common and the one first described [7]; “summer SAD”, 
a worsening of mood occurring mainly in summer rather than winter; sub- 
syndromal SAD, applying to less severe depressive mood swings which do 
not reach diagnostic criteria for depressive disorder. It is worth noting, in 
the context of a discussion on the prognosis of bipolar disorder, that the 
original description of SAD arose from clinical observations made in the 
context of “a clinic of patients with bipolar disorders’—we appear to have 
come full circle [7]. 

Reflecting the ambiguity of its diagnostic status, Marneros and Brieger 
place their discussion of seasonal factors under the heading “seasonal 
affective disorder”. While they believe that the relationship between season 
and relapse is “well-established” for (unipolar) seasonal affective disorder, 
they caution that, for bipolar disorders, “the empirical evidence for the 
mania-in-summer-depression-in-winter cycle is still weak....A general 
clear seasonal pattern for the majority of bipolar disorders is not supported 
by the literature.” This is an important matter, because if it can be shown, 
even in a subgroup of patients with bipolar disorder, that mood is consist- 
ently entrained with the seasons, close study of the neurobiological changes 
accompanying the passage of the seasons would offer a potential key to help 
us in our search for the biological basis of mood fluctuations. 

Unfortunately, the relationship between mood and the seasons is not as 
clear cut as is often supposed, and the prevalence of SAD appears to be 
lower than previously reported [8]. Furthermore, epidemiological studies in 
both the northern and southern hemispheres have shown that the predicted 
geographical variation in the prevalence of SAD Ge, that it should be 
commoner at greater degrees of latitude which have a correspondingly 
shorter photoperiod in the winter months) is small [9]. In fact, what has 
emerged is that personality variables, particularly neuroticism, are more 
closely related to SAD than latitude [10]. Such findings are in keeping with 
the notion that, for most people living in temperate and sub-arctic zones, 
winter, with its accompanying cold temperatures and unsettled climate, is a 
moderate stressor. Those who show a greater dysphoric reaction to stressful 
events (ie., high neuroticism) are consequently more likely to become 
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depressed in the winter. In keeping with this analysis are the reports of 
greater seasonal dysphoria in summer among people living nearer the 
equator, where summer is more uncomfortable (i.e., a more severe stressor) 
than winter. 


We can only conclude that the relationship between mood and season is 


not as clear as Hippocrates originally supposed, but nor is that between 
mood and the colour of bile. 
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INTRODUCTION 
Definition of mood stabilizers 


As the array of pharmacological treatments for bipolar disorder has 
expanded, implementation of treatment has become more complex, as 
have notions of the concept of mood stabilization. The first efforts at defin- 
ition of mood stabilizers referred to drugs that benefited at least one pri- 
mary aspect of bipolar illness (mania, depression, cycling frequency, 
number of episodes, subthreshold symptoms) without worsening any 
other aspect of the illness [1]. This definition focused on the developing 
evidence that an “ideal” mood stabilizer, one that would aid all aspects of 
the illness, was not likely to become available [2]. The definition has had 
some heuristic value since. Principally, it conforms to the increasing evi- 
dence that bipolar disorder is composed of a small number, perhaps four to 
six, of primary behavioural domains [3-7]. Some of these dimensions, or 
symptom groups, do not occur in every bipolar patient. Impulsivity 
appears to be the closest to a universal symptom complex in bipolar dis- 
order [3, 8]. 

With increasing evidence that no drug eliminates all symptoms, and that 
a substantial portion of bipolar patients are more effectively treated with 
two or more medications, the rationale for holding to an ideal definition of a 
mood stabilizer is even weaker than in 1997. However, my sense is that the 
implied definition used by psychiatrists in practice differs somewhat from 
that initially proffered. Psychiatrists generally expect a mood stabilizer to be 
a fundamental component of the acute and maintenance treatment of the 
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patient with bipolar disorder. Surprisingly, only one study has tested the 
question of whether the treatment effective for an acute episode was effect- 
ive for the maintenance phase of treatment [9]. However, the expanded 
definition would require that the drug have evidence of maintenance bene- 
fit. An updated definition then would be a drug that benefited at least one 
primary aspect of bipolar illness (mania, depression, cycling frequency, 
number of episodes, subthreshold symptoms), has been shown effective in 
acute and maintenance phase treatment, and does not worsen any aspect of 
the illness. 

As of this writing, this definition would encompass lithium, valproate, 
lamotrigine, and, probably, carbamazepine. 


Primary and Adjunctive Drugs 


An additional useful distinction is between medications that have primary 
roles in treatment of, bipolar disorder, vs. those with roles that are per se 
adjunctive. Primary medications include mood stabilizers, but also include 
medications that are effective in the manic or depressive phase of the illness. 
Antipsychotic medications are effectively antimanic. Antidepressant drugs 
that are approved for major depression are probably effective in alleviating 
acute bipolar depression, although few have been systematically studied in 
even one adequate clinical trial. These drugs would qualify as primary 
treatments. 

Drugs that are beneficial for component symptoms that are common in, 
but not diagnostic of, bipolar disorder, plus ones that may augment response 
to a primary or mood-stabilizing drug are better viewed as secondary, or 
adjunctive drugs. Examples include supplementation of antidepressant 
regimens with thyroid medications or other adjuncts such as pindolol or 
pramipexole. Others are medications that control anxious symptoms, and/ 
or improve sleep. These are principally benzodiazepines, or similar agents 
with GABAergic mechanisms. These are quite important, given the high 
comorbidity of anxious disorders with bipolar disorder, the high prevalence 
of anxious symptoms in manic states, and the frequency of sleep disturb- 
ance, especially in manic states. This last has probably contributed to early 
positive reports of antimanic effects of clonazepam and gabapentin [10, 11]. 
More systematic tests of these drugs has failed to provide evidence of 
monotherapy effectiveness in mania [12, 13]. It is likely that the improve- 
ment in sleep secondarily contributed to some improvement in manic 
symptoms with these drugs, but that the investigators interpreted the im- 
provement as a primary antimanic or mood-stabilizing benefit. Failure to 
make this distinction will lead to the fallacy of treating the part of the 
disorder as the whole. 
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Tolerability Drives Drug Selection and Patient Adherence 


Although no psychiatrist would employ ineffective medications to treat 
bipolar disorder, tolerability occupies a more important role in decisions 
to initiate, or continue, a drug than occurs with most mental disorders. Part 
of this stems from the excellent efficacy of many treatments for a substantial 
portion of the bipolar spectrum. Additionally, it is related to the inherent 
characteristics of bipolar disorder. Evidence of expanded creativity in the 
arts, sciences, politics and probably most work venues is substantial [14, 15]. 
Bipolar patients have evidence of enhanced educational achievement in 
first-degree relatives [16]. The bipolar patient expects to be able to operate 
at a high level of function. I have suggested that a little hyperthymia is not a 
bad thing, and that psychiatrists sometimes err in overmedicating with 
mood stabilizers to the point that cognitive dulling occurs. In effect, with 
this illness, we deal with patients who will often be exquisitely sensitive to 
subjective functionally impairing side effects. Compare this with the cir- 
cumstance of numerous patients with epilepsy, who often are treated with 
the same group of drugs widely employed as mood stabilizers for bipolar 
disorder. Many such patients are unable to drive and are out of the work 
force because of their epilepsy. Cognitive side effects therefore are of some- 
what lesser concern in the aggregate for such patients, compared with the 
circumstances in bipolar disorder. 


Methodological Issues 


In so far as possible this review takes an evidence-based approach in 
recommending treatments for bipolar disorder. The levels of evidence are 
divided into four categories. Category I, also referred to in the final sum- 
mary as “consistent evidence”, includes treatments whose efficacy and 
safety are supported by at least one randomized, double-blind, parallel- 
group, placebo-controlled study, conducted with a sufficient number of 
patients that at least one of the major planned analyses provided over a 
50% likelihood of identifying a significant difference between groups. 
Category II has the same criteria as level I, except that no placebo control 
is required. Category III includes prospective, open trials that employ sys- 
tematic inclusion and exclusion criteria, utilize behavioural ratings for 
which raters are trained, and involve a sufficient number of subjects that 
planned comparisons between two or more groups are possible. These 
allow comparison, for example, of patients with and without psychosis, or 
patients who achieved a good response with those who did not [17, 18]. 
Categories II and III are grouped as providing “incomplete evidence” in the 
final summary. Category IV, referred to as “areas still open to research” in 
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the final summary, includes smaller open studies, retrospective studies and 
case reports. 

Although the quality of many studies is high, several factors have contrib- 
uted to past as well as present limitations of clinical trials in bipolar dis- 
order. Early studies with lithium were nearly all discontinuation designs, 
wherein patients taking stable doses of lithium were randomized to con- 
tinue lithium or placebo. Lithium was terminated abruptly among patients 
randomized to placebo in all of the studies before the mid-1980s. Investi- 
gators at the time did not know that rebound worsening of illness course, 
with short-term increases in rates of both manic or hypomanic symptoms, 
could occur. Following publication of studies characterizing this phenom- 
enon [19-21], current studies provide some form of taper that appears to 
reduce or eliminate rebound increases in episodes with placebo assignment 
[9]. 

The diagnostic criteria for bipolar disorder have evolved rapidly over the 
past 50 years. The concepts of bipolar disorder, mixed episodes, rapid 
cycling, and ultra-rapid cycling have all originated during this period, 
although earlier descriptions citing such phenomena have been identified 
[22]. Early studies usually included a mix of bipolar and schizoaffective 
patients for manic presentations, and a mix of bipolar and unipolar patients 
for studies of depression [23-25]. 

The dramatic benefits of lithium observed following its introduction 
tended to lull psychiatrists and research pharmaceutical companies into 
an unfortunate sense of satisfaction that all that was needed for fundamen- 
tal management of bipolar disorder was provided by lithium. Only from the 
mid-1980s did controlled [26] and open studies begin to indicate that out- 
comes, while positive compared to historical experience without treatment, 
were limited in many patients [25, 27-30]. 

The case with antidepressants was complicated by the fact that the DSM 
essentially utilized the criteria for major depression to define bipolar de- 
pression, despite evidence, dating back prior to introduction of the DSM 
system, that symptom pattern and other illness course features, while over- 
lapping, allowed substantial differentiation [22, 31, 32]. Pivotal trials for 
currently approved antidepressants have included few bipolar depressed 
patients, and no drug is specifically approved for bipolar depression [24]. 

An additional factor has been the difficulty in conducting large sample 
size, placebo-controlled trials, even in recent years. Sample size is influ- 
enced by the impaired insight and judgement of some patients with bipolar 
disorder, especially attendant to manic states. Often the patient is unwilling 
to participate when assessed, or terminates prematurely, due to the con- 
tinued impairment of judgement [33, 34]. The difficulties with placebo- 
controlled studies have several origins. The consequences of the illness 
when untreated are sufficiently serious that investigators, patients, and 
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ethics boards are, ethically and practically, cautious about enrolling patients 
into long-term studies. Maintenance studies therefore have tended to enrol 
patients with less severe expression of bipolar disorder, as an understand- 
able consequence of concerns about risks associated with placebo-based 
treatment [35]. This detriment is much less a factor in acute trials of 3-7 
weeks [36-38]. European authorities have, until recently, been particularly 
reluctant to authorize placebo-controlled studies [38]. 

Placebo-controlled data from randomized trials are essential to establish- 
ment of efficacy. Furthermore, they also provide the only meaningful indica- 
tion of the benefit that the medication tested adds to that of usual care without 
medication, or with a simpler medication regimen. Open trials generally 
attribute all of the benefit to the medication, or other regimen under study. 
However, placebo-controlled data indicate that a substantial proportion of 
patients improve with the benefits of the non-medication components of care. 
This fact has received insufficient recognition. Ethically, this provides a basis 
for proposing studies in which no active medication is provided initially. 
Scientifically, it allows a way of comparing non-specific treatment effects 
across studies, and serves as an indicator of the severity of patients enrolled. 
There is evidence that non-specific benefits of an effective therapeutic rela- 
tionship are essentially the same across the spectrum of severity of a disorder 
[39, 40]. Therefore, a greater drug—placebo difference can generally be 
expected if patients with moderate to severe illness features are enrolled. 

The use of placebo in recent mania trials indicates that from 18 to 44% of 
patients meet relatively stringent criteria for improvement (50% or greater 
improvement in baseline mania rating scale) [36, 37, 41]. It is likely that an 18 
to 25% range of response on placebo can be expected with enrolment of a 
cohort of patients with generally quite severe mania. The 44% rate may be 
what can be expected with enrolment of somewhat less severely ill patients. 
It is also possible that other factors have influenced these improvement 
rates. For example, threshold severity criteria for inclusion could cause a 
rating psychiatrist to score a patient higher than was objectively warranted. 
Once enrolled, subsequent, uninflated ratings on the same scale would yield 
lower scores independent of actual treatment. The initial inflation of score 
would tend to magnify the apparent improvement over the course of treat- 
ment, particularly the first rating on blinded treatment. 


DRUGS PRIMARILY ALLEVIATING MANIA 
Lithium 


Lithium was superior to placebo in four early crossover studies in manic 
patients (level ID [42-45]. The crossover designs contributed to artefactually 
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low response rates on placebo, due to lithium withdrawal induced relapse, 
which was not recognized until after completion of the first series of trials 
[20]. Additionally, criteria for patient selection were unclear, and patients 
were largely assigned in a non-random manner. The 1994 study of Bowden 
et al. provides the only randomized, parallel-group, double-blind test of 
lithium in mania (level I) [36]. The study also utilized structured diagnostic 
assessments and ratings for mania, and was not confounded by concurrent 
medications, except for small doses of lorazepam during the first week of 
the three-week study. Lithium was significantly superior to placebo, and, 
overall, equivalent to divalproex. The study confirmed earlier impressions 
that serum levels of 0.8 mEq/l or greater are associated with significantly 
better response in bipolar I manic patients. 

Lithium has been compared with standard antipsychotic agents in mania 
in six controlled trials, none of which included a placebo group. In the 
aggregate, lithium was superior to antipsychotics in reducing manic symp- 
tomatology (level ID [46-51]. Antipsychotics had a more rapid onset of 
action, and were notably effective in alleviating agitation [52]. 

Lithium was superior to placebo in several early studies of prophylaxis 
(level II) [53-57]. These studies lacked clear diagnostic criteria, and in most 
of them stable doses of lithium were abruptly discontinued in patients 
randomized to placebo, thereby artefactually increasing relapse rate in 
that group [20, 21]. Large, well-conducted naturalistic studies of the 1990s 
consistently showed low rates of patients achieving good outcomes with 
lithium therapy (level IIT) [30, 58-64]. 

Two recent large, placebo-controlled, randomized, parallel-group, 
double-blind studies provide good evidence for effectiveness of lithium in 
prophylaxis, albeit on a limited aspect of the illness. A one-year study 
comparing divalproex, lithium and placebo reported that lithium extended 
time to a 25% rate of relapse to mania by 55% over placebo (Table 3.1). 


TABLE 3.1 Time to relapse in bipolar I patients treated with divalproex, lithium or 
placebo (from Bowden et al [9]) 


Treatment group 


Divalproex Lithium Placebo 
(n = 187) (n = 91) (n = 94) 
Time to 50% relapse to any mood 
episode, days (95% CL) 275 (167-NC) 189 (88-NC) 173 (101-NC) 
Time to 25% relapse to mania, 
days (95% CL) >365 (NC) 293 (71-NC) 189 (84-NC) 


Time to 25% relapse to 
depression, days (95% CL) 126 (100-204) 81 (33-234) 101 (55-190) 
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However, on other indices of prophylaxis, especially time to relapse to 
depression, lithium was either ineffective or only modestly effective [9]. 
An 18-month study of bipolar patients who had experienced a recent 
manic episode reported that lithium extended time to relapse for any 
affective episode or to use of additional pharmacotherapy, and was gener- 
ally equivalent to lamotrigine. Lithium significantly extended time 
to a manic episode, but not time to a depressive episode (level I) [65, 66]. 
These data are consistent with the randomized, crossover, one-year study 
by Denicoff et al. [67], showing that lithium reduced time spent in mania 
from 26% of the year to 9%. However, lithium did not change time spent 
in depression [67]. Similarly, a randomized, parallel-group maintenance 
study found that lithium reduced the number of manic episodes in 
both non-rapid cycling and rapid-cycling bipolar patients. In contrast, the 
number of depressive episodes was greater with lithium treatment 
than placebo among both non-rapid cycling and rapid-cycling patients 
[68]. 

Lithium was compared to carbamazepine in a 30-month randomized, 
open trial of bipolar I patients. On most measures, lithium was significantly 
superior to carbamazepine [69]. Lithium was also associated with fewer 
suicidal acts than was carbamazepine, consistent with open, naturalistic 
reports [21, 70]. As with most recent maintenance studies, the planned 
primary analysis did not indicate significant difference between the two 
groups, in part as a function of inadequate power. Taken in the aggregate, 
these data indicate definite prophylactic benefits of lithium, but in a rela- 
tively small percentage of bipolar patients who commence treatment, and 
largely limited to manic symptomatology. 

Background factors associated with increased likelihood of response to 
lithium in mania include classical or pure manic symptoms, a previous 
positive response to lithium when manic, and fewer previous mood epi- 
sodes (level I) [71]. Even as few as three depressive episodes predicted non- 
response to lithium among manic patients (level I) [72]. Mixed or depressive 
mania, concurrent substance abuse, mania secondary to general medical 
conditions, and rapid cycling have also been associated with poor response 
to lithium [23, 36, 73-75]. 

The characteristic side effects of lithium are, in the aggregate, less prob- 
lematic during acute treatment. Gastrointestinal irritability and tremor 
occur early. Lithium reduces manic-associated hyperactivity to levels well 
below those seen in healthy controls [76]. However, cognitive dulling and 
sedation may be useful, or at least adequately tolerated during a manic 
episode. Most organ system toxicity develops gradually and becomes prob- 
lematic only during maintenance phase treatment. Attention to weight gain, 
renal complications, thyroid function, cognitive function and degree of 
lethargy /inactivity are especially important in long-term use. 
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Valproate 


Valproate as divalproex was superior to placebo in two randomized, 
double-blind studies in hospitalized manic patients (level I). The first 
study enrolled only patients intolerant to lithium, and found over a 5-fold 
greater response among divalproex- than placebo-treated patients [37]. The 
second study included lithium as an active comparator. Divalproex was 
superior to placebo, equivalent overall to lithium, and resulted in significant 
improvement somewhat sooner than lithium (level I). Improvement in 
sleep, psychosis, elevated mood, and elation/grandiosity was greater 
among divalproex- than lithium-treated patients [7]. Divalproex was better 
tolerated than lithium, a result that has been confirmed in all studies of 
substantial numbers of subjects [9, 25, 77]. 

Valproate was superior to carbamazepine in a randomized, double-blind 
study, with earlier improvement, less use of rescue medications, and fewer 
adverse effects (17% vs. 67%). Valproate produced greater improvement 
than carbamazepine on elevated mood, irritability, rapid speech, and think- 
ing disturbance [78]. In a randomized, open study of acute psychotic manic 
patients, divalproex and haloperidol were comparable in reduction of both 
manic and psychotic symptoms (level II) [79]. Valproate plus haloperidol or 
other standard antipsychotic was superior in reduction of manic symptoms 
to the antipsychotic alone in a randomized, double-blind study of hospital- 
ized manic patients. Additionally, patients receiving the combined regimen 
were treated with lower doses of antipsychotic by the end of the three-week 
study than were patients treated with antipsychotic alone (level I) [80]. 

Valproate has been studied in two randomized maintenance phase trials. 
The first, open 18-month study indicated somewhat fewer episodes among 
valpromide-treated patients than lithium-treated patients, as well as fewer 
discontinuations for ineffectiveness or intolerance among valpromide- 
treated patients [25]. The study is flawed by inclusion of some recurrent 
unipolar patients. The second study was a one-year comparison of dival- 
proex, lithium and placebo. On most secondary measures of efficacy, dival- 
proex was superior to placebo. However, the preponderance of benefit was 
in extending time to manic recurrence, rather than depressive recurrence. 
The time to 25% rate of relapse into mania was extended in excess of 93% 
compared with placebo, whereas the time to 25% relapse to depression was 
extended 25% (Table 3.1). The magnitude of effectiveness of divalproex 
during the maintenance phase was greater among the subset of patients 
whose manic episode at study entry had been brought under control with 
open, psychiatrist’s choice divalproex. Among patients whose manic epi- 
sode had been brought under control with lithium, lithium was no more or 
less effective during the blinded maintenance phase than it was among 
patients who had been treated with divalproex when manic (Table 3.2). 
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TABLE 3.2 Outcome measures among patients receiving divalproex or lithium in 
the open phase of one-year maintenance study (from Bowden et al [9]) 


Randomized treatment group 


Divalproex Lithium Placebo 


Divalproex in open period (n = 149) (n = 70) (n = 41) (n = 38) 


Days in maintenance phase of study 209 + 155* 162 + 146 143 + 123 
Early termination for mania or 


depression 20 (29%) 15 (37%) 19 (50%) 

Early termination for intolerance to 

study drug or noncompliance 12 (17%) 14 (84%) 7 (19%) 

Early termination for any reason 41 (59%)t 31 (76%) 33 (87%) 
Lithium in open period (n = 142) (n = 79) (n = 31) (n = 32) 


Days in maintenance phase of study 188 + 150 130 + 146 183 + 151 
Early termination for mania or 


depression 12 (15%) 10 (32%) 12 (38%) 
Early termination for intolerance to 

study drug or noncompliance 16 (20%)Š 10 (32%)! 1 (3%) 
Early termination for any reason 51 (65%) 25 (81%) 21 (66%) 


*F (1,145) = 5.01, P = 0.027, divalproex vs. placebo 
+P = 0.036, Fisher's exact test, divalproex vs. placebo 
1P = 0.002, Fisher's exact test, divalproex vs. placebo 
SP = 0.022, Fisher’s exact test, divalproex vs. placebo 
Up — 0.003, Fisher's exact test, lithium vs. placebo 


This is the only published study that provides data about open, acute phase 
treatment and blinded, maintenance treatment with the same regimens, 
thereby addressing the important question of continued benefits of a treat- 
ment that was effective during an acute episode. The planned primary 
analysis in this study, time to recurrence of any mood episode, did not 
differ significantly between the treatments. The power to identify a signifi- 
cant difference with this analysis was an inadequate 30%, vs. the anticipated 
power of 80%. The discrepancy resulted largely from failing to take into 
account that the high relapse rate into mania in early placebo-controlled 
studies of lithium for prophylaxis had much higher rates of manic relapse, 
as a function of abrupt discontinuation of lithium. 

Most factors associated with reduced likelihood of response to lithium 
among manics are not associated with differential response to valproate. 
Number of episodes is unrelated to response; mixed and pure manic pa- 
tients have similar rates of response; and, though less secure, evidence 
suggests that patients with mania secondary to general medical conditions, 
mania associated with substance abuse, and rapid-cycling manics appear 
to respond relatively similarly to manics overall [17, 36, 75, 81]. Divalproex 
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is more effective than lithium for mixed mania [36, 82]. In the aggregate, 
these studies indicate a broader spectrum for valproate than lithium in 
mania. 

Serum levels of 45-50 ug/ml or higher are associated with efficacy in the 
treatment of mania [83]. Serum levels are not well established for manage- 
ment of hypomania, bipolar spectrum conditions, or even maintenance 
treatment. Patients in the largest and best designed maintenance study of 
valproate had mean serum levels of 85 ug/ml; higher levels (especially over 
125 ug/ml) were associated with greater frequency of reported weight gain, 
reduction in platelet and white blood counts, and with less effective control 
of manic symptoms. The study therefore supports a somewhat lower serum 
level range for maintenance than for treatment of mania. Two reports 
suggest that patients with cyclothymia respond at lower serum levels than 
those needed for mania [84, 85]. The recently introduced extended release 
form of divalproex yields 10-15% lower serum levels than the initial dival- 
proex formulation. Most patients therefore will need some dosage increase 
if changed to this better tolerated form of divalproex [86]. Valproate is 
highly protein bound. Women and elderly patients will tend to have higher 
relative free valproate levels, which is the active moiety. In these groups, 
slower dosage escalation, and reduction of dosage to yield a lower and 
better- tolerated serum level is often indicated. 

Manic patients have tolerated well initial doses of 20-30mg/kg body 
weight [87, 88], yielding an onset of response within 2-3 days. In one 
randomized study, this regimen was equivalent in efficacy to haloperidol, 
and better tolerated [79]. Intravenous valproate was well tolerated and 
usually effective within 24 hours in a small number of manic patients [89]. 

As with lithium, overall side-effect burden is less for treatment of mania 
than for maintenance treatment, with gastrointestinal irritability, tremor 
and reduced platelet and leucocyte counts being among the most common 
side effects in early treatment [36]. Gastrointestinal tolerability and overall 
side-effect burden is better with divalproex, and probably other sustained 
release forms of valproate, than with immediate release valproic acid [86]. 
Platelet counts below 150 000/ mm? warrant closer follow-up, but bleeding 
complications are rare at levels above 75000/mm°. Hair loss may be man- 
aged by supplemental zinc and selenium, and by separating valproate 
dosage from meals or vitamin ingestion. During maintenance use, weight 
gain, cognitive dulling and lethargy bear special attention. 

Lithium and valproate have additive effects on some signal transduction 
processes that are indirectly implicated as involved in the pathophysiology 
of bipolar disorder [90, 91]. Several open series and one blinded, random- 
ized study indicate that the combination of lithium and divalproex may 
often improve response over that seen with either agent as monotherapy 
[17, 92]. 
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Antipsychotic Drugs 


Three atypical antipsychotic drugs have been shown superior to placebo in 
randomized, placebo-controlled studies in mania. Olanzapine was superior 
to placebo in hospitalized manic patients in two studies (level I) [41]. 
Response was similar among patients with and without psychotic symp- 
toms at the point of study entry. The modal dose of olanzapine was 15 mg/ 
day in the first study and 16 mg/day in the second [41, 93]. Olanzapine was 
equivalent in efficacy to divalproex in two randomized, double-blind stud- 
ies [94]. Tolerability of divalproex was somewhat better. Ziprasidone has 
similarly been shown superior to placebo in short-term trials (level I) [95]. 
None of these monotherapy trials included an active comparator drug. 

Two studies have demonstrated that an antipsychotic drug added to an 
ongoing regimen of either lithium or valproate that had not prevented a 
breakthrough manic episode provides greater improvement than continu- 
ing the mood stabilizer as monotherapy (level I). The olanzapine study 
showed equivalent additive benefits among patients with and without 
psychotic features [41, 96]. Risperidone was studied in a similar design, 
but haloperidol was included as an active comparator. Both risperidone and 
haloperidol plus mood stabilizer yielded greater improvement than con- 
tinuation of the mood stabilizer alone. Risperidone was somewhat better 
tolerated than haloperidol, particularly on extrapyramidal adverse effects 
[97]. The risperidone study allowed patients to enter whose manic episode 
had developed while unmedicated. Among the patients for whom the 
mood stabilizer was started concurrently with the antipsychotic, no signifi- 
cant difference was noted for the combination treatment over the mood 
stabilizer plus placebo. This result suggests that combination therapy 
utilizing an atypical antipsychotic added to a mood stabilizer should 
be limited to those patients who develop mania while taking the mood 
stabilizer. 

Antipsychotic drugs have been minimally studied systematically for 
maintenance treatment. The one placebo-controlled study of a standard 
antipsychotic added to lithium vs. lithium alone did not find a difference 
in efficacy between the two treatments. The fluphenthixol plus lithium 
group had an increase in depressive symptoms, consistent with open 
reports [98, 99]. A substantial percentage of patients who have psychotic 
features during a manic episode continue to have psychotic symptoms 
when followed prospectively for several years [100]. There is therefore 
interest in the efficacy and tolerability of atypical antipsychotics in mainten- 
ance phase treatment. Clozapine was superior to treatment as usual in rate 
of change in psychotic and manic scores in a randomized, open, one-year 
study of 38 bipolar and schizoaffective patients (level III) [101]. No random- 
ized maintenance study of these drugs has been published. 
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Dosing regimens of antipsychotic drugs beyond treatment for mania are 
not established, but lower doses are generally used. Olanzapine and cloza- 
pine, and probably other antipsychotics with a basic dibenzodiazepine struc- 
ture, have been demonstrated to increase serum glucose and low density 
lipids. There is inferential evidence that these increases may increase patient 
morbidity. The prevalence of these complications, and strategies to recognize 
risks and reduce them have not been established. 


Carbamazepine 


Carbamazepine has been studied in several trials in mania, but design 
weaknesses limit conclusions. Other antimanic agents were employed in 
most studies. One small, placebo-controlled crossover study reported that 
the majority of patients improved significantly in manic symptoms, and a 
switch to, or initial treatment with placebo was associated with poor re- 
sponse (level II). Of two randomized comparisons with lithium, one 
reported lithium superior, the other reported comparable, but low efficacy 
for the two drugs [102, 103]. As reviewed earlier, valproate was superior to 
carbamazepine in acute mania in a recent randomized, double-blind study 
[78]. Two studies compared carbamazepine with chlorpromazine and 
reported no differences between the drugs in efficacy [104, 105]. 

The few studies of carbamazepine in prophylaxis suggest that it is less 
effective than lithium, and associated with high rates of premature discon- 
tinuation [106]. Lithium was more effective than carbamazepine in a random- 
ized, open, 2.5-year study [69]. Trends for carbamazepine to be more effective 
than lithium were present for mood incongruent delusions, comorbidity with 
other diseases, bipolar II features, and mixed states [70]. Carbamazepine may 
be more effective in combination treatment than alone [67, 107]. 

There are few guidelines as to features that might be associated with 
greater or lesser likelihood of response to carbamazepine other than those 
regarding atypical features of mania mentioned above. 

Carbamazepine has been dosed at 600 to 2600 mg/day in trials in mania, 
with a mean dose around 1000 mg/day. There is no evidence of a threshold 
serum level significantly associated with response. Because of cognitive and 
neuromuscular side effects, carbamazepine requires a slow increase in 
dosage. Once a steady-state dosage is achieved and pharmacokinetic inter- 
actions avoided or effectively managed, carbamazepine is often better toler- 
ated during maintenance use than acutely. This is in part because several of 
the side-effect complexes associated with it occur principally during dosing 
incrementation. Carbamazepine induces the 3A4 oxidative enzyme system 
in liver. As carbamazepine is also metabolized via 3A4, a dosing increase is 
required after several weeks of treatment to adjust for increased clearance 
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rates. The 3A4 system metabolizes the largest range of drugs of all the 
oxidative enzyme isoforms. Unless drugs can be assayed by serum level 
measurement, it is inadvisable to combine drugs metabolized via 3A4 with 
carbamazepine. Software that can be loaded into palm-held computing 
devices now allow convenient checking of potential interactions between 
drugs, thereby allowing treatment decisions that can avoid regimens that 
are ineffective with concurrent carbamazepine use. One of two recent ris- 
peridone plus mood stabilizer trials in mania allowed entry of patients 
whose mania developed while taking carbamazepine [108]. Carbamazepine 
lowered risperidone serum levels dramatically, essentially precluding any 
effective dosage in the carbamazepine plus risperidone subjects. Carbama- 
zepine causes a range of relatively severe rashes, requiring discontinuation 
in approximately 10% of patients from acute trials [67]. The limited evidence 
of efficacy of carbamazepine, coupled with pharmacokinetic and tolerability 
problems acutely, has resulted in some lowering of recommended priority 
of usage in recent expert guidelines [109]. 

A congener of carbamazepine, oxcarbazepine, is also marketed for treat- 
ment of epilepsy. Although minimally studied in mania, it appears to have a 
similar efficacy and tolerability. Magnitude of induction of 3A4 enzymes 
appears somewhat less, but it remains inadvisable to use the drug with any 
medication metabolized by this enzyme isoform. 


DRUGS PRINCIPALLY AFFECTING DEPRESSION 
Lamotrigine 


Lamotrigine was significantly superior to placebo in a double-blind, random- 
ized, placebo-controlled, seven-week study of bipolar I depressed patients 
(level I). Significant improvement was noted from the point at which lamo- 
trigine-treated patients received 50 mg/day for one week [38]. The study is 
the only high quality designed monotherapy study conducted for bipolar 
depression. The planned primary test of efficacy yielded only trends for 
superiority of lamotrigine over placebo. The primary reason is that the 
instrument selected, the Hamilton Rating Scale for Depression, provides 
less sensitivity to assess the principally affective and cognitive symptoms of 
depression than did the secondary measure, the Montgomery Asberg Rating 
Scale [110]. Lamotrigine was studied at both 50 and 200 mg/day. Both doses 
were effective, but in the aggregate response was greater with the 200 mg/ 
day dose. One double-blind, placebo-controlled crossover study also found 
lamotrigine superior to placebo as well as to gabapentin in bipolar depressed 
patients (level I) [13]. Systematic open study supports efficacy of lamotrigine 
as monotherapy and in combination with other mood stabilizers in bipolar I 
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and II depressed patients [38]. One negative study of lamotrigine in bipolar 
depression enrolled both bipolar I and II patients. Lamotrigine was superior 
to placebo among bipolar I, but not bipolar II patients. Lamotrigine did not 
differ from placebo in treatment of bipolar I manic patients. 

Lamotrigine was superior to placebo in a randomized, double-blind, 18- 
month study in bipolar patients who had experienced a recent manic episode 
(level I) [65, 66]. The study included a lithium comparator group. Although 
the drugs did not differ significantly from one another on efficacy measures, 
lamotrigine significantly extended time to a depressive episode, but not a 
manic episode, whereas lithium extended time to mania, but not depression. 
Additionally, lamotrigine was superior to placebo on most measures in a six- 
month maintenance study of rapid-cycling bipolar patients. The greatest 
advantage of lamotrigine over placebo was noted in bipolar II patients, not 
bipolar I patients. In the aggregate, these studies suggest that lamotrigine has 
marked efficacy in bipolar depression and no or low efficacy in mania, which 
is the converse of the profile of efficacy of lithium and valproate. 

Lamotrigine requires slow dosage titration, due to the risk of serious rash. 
As monotherapy, an initial dose of 25 mg/day can generally be increased in 
25 mg increments weekly until a dose of 100 mg/day is reached, after which 
dosage may be increased by up to 100mg increments to a maximum of 
600 mg/day. Lamotrigine is metabolized by glucuronidation, as principally 
is valproate. Lamotrigine used in the presence of valproate requires essen- 
tially half the starting dose, and a somewhat slower rate of titration [111]. 

Headache is the only side effect consistently more common with lamo- 
trigine than placebo. In acute and maintenance studies to date, rates of 
development of mania or hypomania have been equivalent in lamotrigine- 
and placebo-treated groups. 


Selective Serotonin Reuptake Inhibitors 


Selective serotonin reuptake inhibitors (SSRIs) are safer in overdose than 
tricyclic antidepressants and have a better side-effect profile. However, as 
with all of the drugs other than lamotrigine in this section, there has been 
limited systematic study in bipolar depression. Cohn et al reported a higher 
response with fluoxetine treatment than with imipramine or placebo [112]. 
Nemeroff et al found paroxetine or imipramine plus standard lithium no 
different overall from lithium plus placebo (level I) [113]. Paroxetine plus 
lithium and imipramine plus lithium were superior to lithium alone in the 
subset of patients with serum levels of lithium below 0.8 mEq/1. Retrospect- 
ive studies of fluoxetine, venlafaxine, and paroxetine suggest response rates 
above 50% (level III) [114-116]. Rates of mania/hypomania during treat- 
ment appear lower with SSRIs than with TCAs [112, 117]. 
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Bupropion 


Small open studies and one small, placebo-controlled study indicate that 
bupropion is effective in bipolar depression (level UD [118, 119]. Addition- 
ally, a small study found equal efficacy for bupropion and desipramine, but 
lower rates of manic switching with bupropion [120]. Another study did not 
report low rates of switching with bupropion [121]. 


Tricyclic Antidepressants and Other Principally 
Norepinephrine Uptake Inhibiting Drugs 


The largest study of tricyclic antidepressants (TCAs) in unipolar and bipolar 
depressed patients found equal rates of efficacy in the two forms of depres- 
sion (level ID [122]. In the aggregate, response rates to TCAs have been 
about 50 to 70% [123]. The one prospective, randomized study of TCAs in 
bipolar disorder indicated higher switch rates than have been reported with 
other antidepressant drugs [124]. 


Monoamine Oxidase Inhibitors 


The reversible, type A selective monoamine oxidase inhibitor (MAOI) 
moclobemide was effective in 60% of bipolar depressed patients, compared 
with a 49% response rate for various comparator drugs (level III) [125]. In 
two studies of bipolar patients with anergic depression, tranylcypromine 
was more effective than imipramine in both a randomized and a crossover 
trial [126, 127]. Switch rates to hypomania have been 11% or greater in short- 
term studies [126, 127]. 


Antidepressant Induced Mood Instability 


The paucity of studies allows at best tentative statements on the subject of 
induction of mania/hypomania, increase in cycling frequency, or symptom- 
atically milder mood instability. The one randomized, prospective, on-off 
design of antidepressants in bipolar disorder indicated a marked increase in 
cycling frequency while taking the antidepressant (level ID [124]. The 
thoughtful study of Altshuler et al indicates a direct link between switching 
and increased frequency of cycling [128]. The only published studies that 
have not identified some increased rate of switching have imposed selection 
criteria on the subjects that tended to exclude at the outset all patients with 
evidence of mood instability, and, in fact, to require evidence of mood 


206 BIPOLAR DISORDER 


stability as a requirement for study eligibility [129, 130]. Additionally, a 
never-ending number of case reports of mania developing shortly following 
addition of an antidepressant, in some cases with confirmatory re-exposure, 
are available for practically all marketed antidepressants [131]. Only lamo- 
trigine of the drugs reviewed appears, at this point, not to be associated with 
rates of mania/hypomania greater than those seen with placebo. The case is 
clearer with lamotrigine, as it is the only one of the drugs reviewed above 
for which good quality, placebo-controlled, randomized, parallel-group 
data are available. My assessment of the evidence is that bipolar patients 
have an inherent tendency to mood instability, from a wide range of internal 
and external factors, and that currently approved antidepressants do con- 
tribute to mood instability. Further, this mood instability is only in part 
ameliorated by concurrent use of a mood stabilizer [132]. Therefore, most 
bipolar patients who are prescribed antidepressants for depressive episodes 
should be tapered off the antidepressant within a period of several weeks 
following alleviation of depression (level III). 


Mood Stabilizers in Bipolar Depression 


Although eight of nine placebo-controlled, crossover-designed studies of 
lithium were reported as supporting superiority to placebo in treatment of 
bipolar depression, the study designs were consistently flawed, with abrupt 
discontinuation contributing in part to apparent lithium advantage. A sys- 
tematic review of these studies, utilizing more realistic criteria of response, 
reported the response rate to be 36% (level II) [24]. This evidence of, at 
best, modest antidepressant effects in bipolar depression is in contrast to the 
consistent evidence that lithium can augment antidepressant effects in both 
unipolar and bipolar depressed patients [133, 134]. 

Divalproex yielded an aggregate 30% response rate in four open studies 
in depressed patients (level III) [135]. In the absence of adequate studies, the 
efficacy of divalproex in acute bipolar depression appears modest (level III). 
The 2000 study of divalproex, placebo and lithium in maintenance treatment 
of bipolar I patients allowed for treatment of patients who became clinically 
depressed with either paroxetine or sertraline [9]. Rates of patients develop- 
ing depression did not differ across the three treatment groups. However, 
the combination of divalproex plus SSRI was associated with significantly 
greater likelihood of completion of the study than was placebo plus SSRI, 
with an intermediate result for lithium plus SSRI (divalproex = 90%, pla- 
cebo = 55%, P = .003; lithium = 71%) [136]. This provides the most direct 
evidence that an antidepressant alone is an ineffective treatment strategy for 
depression occurring in bipolar disorder (level ID. Further, it indicates that 
the combination of divalproex plus an SSRI is an effective strategy for 


PHARMACOLOGICAL TREATMENT: A REVIEW 207 


management of breakthrough depression during maintenance treatment of 
bipolar I disorder. 

Carbamazepine has been studied in 78 patients in controlled trials. The 
studies have design flaws such as enrolment of both unipolar and bipolar 
depressed patients. Approximately one-third of patients responded. The 
limited data suggest mild to moderate antidepressant effects for carbama- 
zepine in bipolar depression (level II) [137, 138]. 


PUTATIVE TREATMENTS FOR BIPOLAR DISORDER 


Many drugs are proposed conceptually, or presented in print as effective, in 
some aspect of treatment of bipolar disorder. Rarely is it possible to assess 
adequately a drug for bipolar disorder in other than a placebo-controlled, 
randomized, parallel-group study, enrolling patients who have common 
illness characteristics at the start of the study. The inherently changing 
symptomatology of bipolar disorder probably contributes to a greater like- 
lihood of positive open reports in bipolar disorder than most other mental 
disorders, but ones wherein the improvement reflects inherent changes in 
symptomatology, rather than an effect of drug. The following drugs have 
case reports that suggest efficacy in some patients, but have not been tested 
in the above paradigms, or have had largely negative studies conducted that 
may have methodological constraints that reduced capacity to identify drug 
efficacy. Topiramate is a fructopyranose that has been reported as beneficial 
principally as add-on to mood stabilizers, and principally for manic symp- 
tomatology. Omega-3 fatty acids, naturally occurring branched chain fatty 
acids that may aid in stabilization of key components of intracellular mem- 
branes in brain, extended time in study when added to lithium, but no 
consistent baseline characteristics were present in the sample. Atypical 
antipsychotics that have not undergone adequate testing in bipolar disorder 
have been used because of their availability for treatment of schizophrenia. 
Antidepressants that have not undergone specific testing in bipolar disorder 
have also been used in that disorder because of their marketed status. 


TREATMENT STRATEGY 
Mania 


Drug selection needs to take into account whether the patient has classical 
(euphoric, elated) or mixed (depressive, dysphoric) mania. The definition 
of mixed mania is in need of further study. Recent studies indicate that 
mixed mania may be a composite of patients with depressive, anxious, and 
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irritable features [3, 6]. It is unclear whether this represents one coherent 
subgroup, or two or more subgroups that may have differing treatment 
response to antimanic drugs. Also, evidence of psychotic symptoms needs 
to be established, as does current rapid cycling. Severity of symptoms, 
especially in terms of irritability, agitation and psychosis needs to be deter- 
mined. Concurrent medical or psychiatric disorders need to be identified. 
Past treatment, and response thereto must be clarified. Current medications 
need to be reviewed. With this set of information, a rational treatment plan 
can be implemented. In general, lithium may be a reasonable choice in 
patients with classical symptomatology and relatively mild manic severity. 
Divalproex, or other forms of valproate, may be considered over lithium in 
patients with mixed mania, psychotic mania or more severe forms of mania. 
Divalproex may also be suitable for classical forms of mania. Divalproex 
may be preferable where rapid control of symptoms is needed, due to ease 
of commencing treatment with a quickly therapeutic dose. Olanzapine or 
ziprasidone, or other atypical antipsychotics, may be suitable as monother- 
apy for some patients. Their effectiveness is equivalent for psychotic and 
non-psychotic manic patients. They have not been adequately assessed in 
regard to other illness course factors. They may be particularly suitable for 
patients with marked agitation, in whom rapid control of symptoms is 
critical. 

Recent evidence provides assurance that combinations of any two, or 
possibly more, of these agents may be more effective than a single agent. 
There are no clear guidelines as to when in the scheme of treatment com- 
bination therapy should be considered. Most expert treatment guidelines 
recommend combination treatments at the third decision point, after two 
agents have been inadequate as monotherapy. 

If the patient is taking a medication that may have destabilized mood, and 
is therefore contributing to the manic symptomatology, discontinuation is 
warranted. This approach should extend to stopping antidepressants used 
in low doses as sleep aids. 


Depression 


In addition to establishing that the patient has depression, evidence of any 
current manic symptomatology needs to be carefully assessed. Even though 
official nomenclature does not recognize depressive mixed states, it is 
possible that the patient will have sufficient manic symptomatology to 
warrant treatment as a mixed manic case. Clarifying whether the patient 
has bipolar I or II disorder is important. There is increasing evidence that 
bipolar II disorder is predominantly depressive in symptomatology, is more 
frequent in women, and is associated with rapid-cycling symptomatology 
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[139]. Based on the evidence for marked efficacy as maintenance monother- 
apy in a small cohort of bipolar II rapid-cycling patients, lamotrigine war- 
rants consideration as a first treatment for such patients, although further 
studies are needed on the point. 

Most practice guidelines recommend as a first step increasing current 
mood stabilizers if the doses are submaximal. The evidence for this strategy 
is minimal. In concept, equal attention might be paid to any possible obtun- 
dation or lethargy that the mood stabilizer might be producing. If this is the 
case, some reduction of the mood stabilizer dose should be considered. 

The dearth of adequate studies of antidepressant treatments for bipolar 
depression places the psychiatrist in a quandary. At present, SSRIs and, 
where it is marketed, bupropion are often the agents of first choice. This is 
largely based on modest data suggesting better tolerability and possibly 
somewhat lower risk of mood destabilization. The positive, well-designed 
studies with lamotrigine make it an increasingly justifiable drug for consid- 
eration as initial, or second-stage treatment. History of mood destabilization 
while taking an antidepressant would generally discourage re-challenge 
with that drug. 


Maintenance 


Most patients are continued on medications that were effective during an 
acute episode. As discussed throughout this review, there is very little 
evidence to support this practice, essentially limited to one study [9]. If 
the acute episode was principally manic, some consideration of lowering 
the dose of the mood stabilizer is justified. For lithium and divalproex, there 
are some data supporting dose and serum levels as much as 25% below 
those required for control of mania [9, 30, 64]. 

Continued characterization of the relative proportion of time spent in 
depression vs. the time spent in mania is important. More attention to 
revising mood stabilizer use is indicated if symptomatology or time ill is 
principally manic. Alternatively, if symptomatology is principally depres- 
sive, consideration of antidepressants, including, especially, lamotrigine, is 
warranted. 

Patients need to be apprised of characteristic side effects, and assured that 
the treating psychiatrist will work to reduce side effects to a fully tolerable 
range. Many patients will wish to discontinue drug treatments, not only 
for reasons of side effects but for various reasons associated with a belief 
that the illness is, at the least, in remission and does not require con- 
tinued treatment. Often this will be evidence per se of inadequate control 
of symptomatology of the illness, rather than a rational consideration. 
Dealing with this in a proactive way, especially including use of educational 


210 BIPOLAR DISORDER 


approaches and involvement of significant other persons to the patient, can 
be helpful. 

Many patients will be best treated with combination regimens. Attention 
to the target symptoms that are the focus of the combination is essential. 
Unless the patient obtains definite benefit with the combination, the added 
drug should be tapered, rather than risk some extra adverse effect burden 
unnecessarily. Combination treatments may include some adjunctive agents 
that are not discussed in detail in this chapter. These include supplemental 
T4, especially for lithium-treated patients; low dose antipsychotics; benzo- 
diazepines, antidepressant augmenting agents, and, increasingly, a variety 
of herbal remedies, which at the least need to be assessed regarding gener- 
ally understood spectrum of effects. 


SPECIAL SITUATIONS 
Sleep 


Disturbed sleep is a common, and pathophysiologically important compon- 
ent of bipolar disorder. Persons with bipolar disorder often escalate their 
interest, elation and energy levels in the evening hours, into the early hours of 
the next day. It is important to counsel patients regarding this diurnal phase 
disturbance, but medications are often needed. No systematic studies have 
been conducted regarding comparative benefits of various strategies. Benzo- 
diazepines are most commonly employed. Benzodiazepines vary along 
dimensions of speed of onset and half-life. It is best to tailor the drug in a 
trial-and-error fashion to the patient’s unique sleep problems. Some patients 
may have side effects from benzodiazepines, principally carryover sedation, 
or less frequently disinhibition of affect and action. In such instances, alter- 
native medications can be used. Despite lack of direct testing for insomnia, 
gabapentin, at doses of 100 to 400 mg, is often helpful for sleep induction. 
Although sedative antidepressants are often employed for insomnia, they are 
to be discouraged due to risks of mood destabilization. 

Mood stabilizers can often be prescribed fully or largely at bedtime, and 
thereby have their sedative properties facilitate sleep. This can be a useful 
strategy for lithium, divalproex, atypical antipsychotics, and topiramate, but 
rarely for carbamazepine. 


Children 


Few and inadequate studies of treatments for bipolar disorder have been 
conducted in children. A small study comparing lithium with placebo in 
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adolescents with manic symptoms who also had substance abuse reported 
lithium superior to placebo [140]. Other studies of lithium have yielded 
mixed results, with tolerability generally problematic. Divalproex has 
been reported effective in manic children and adolescents in two open 
studies, with most patients receiving either concomitant antipsychotics or 
stimulants for psychotic or attention deficit symptoms concurrent with 
manic symptoms [141, 142]. Although side effects of bipolar drugs are 
generally similar in children, the consequences may be different as a func- 
tion of age-specific tasks. Tremor may be particularly interfering with sports 
and musical instruments. Obesity or acne may be acutely discomfiting 
in relationship to peers. Effective use of medications generally requires 
active cooperation from parents. However, parents often have elements of 
bipolar disorder, which may in turn impede their effective collaboration 
in the treatment process. Depressive episodes are much more common 
than manic episodes; psychotic and mixed manic episodes are common 
[143]. 


Elderly 


Bipolar disorder occasionally has its onset in late life. More often, bipolar 
disorder that presented earlier becomes more difficult to treat in association 
with ageing processes. These factors include slower elimination of drugs, 
greater organ system sensitivity to untoward effects of the mood stabilizer, 
and concurrent general medical diseases. Bipolar disorder is often more 
difficult to diagnose in the elderly, since patient reporting is less accurate 
and symptoms of concurrent disorders blur diagnostic criteria. It is often 
therefore necessary to settle for treating symptomatic features of bipolar 
disorder, rather than having unequivocal bipolar episodes to treat. Dival- 
proex appears to be somewhat better tolerated than lithium in elderly 
bipolar or bipolar spectrum patients [144, 145]. Although some studies 
have reported dosage ranges and serum levels consistent with those used 
in younger adult manic patients [146], other studies report that somewhat 
lower doses are effective, and are better tolerated [147]. 


Comorbid General Medical Disorders 


Comorbid general medical disorders can predispose to bipolar disorder, 
generally presenting with mixed manic, especially irritable features. Such 
patients generally do not tolerate lithium well. Evidence suggests that 
divalproex and carbamazepine tend to be more effective in the spectrum 
of syndromes seen in such patients. 
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Pregnancy 


Lithium, valproate and carbamazepine each poses some increased risk of 
teratogenic effects. Fortunately, with the approval of atypical antipsycho- 
tics, and the evidence of efficacy of lamotrigine, there are non-teratogenic 
alternatives to consider during the critical first trimester. 


Breast Feeding 


Lithium is excreted in breast milk. It is inadvisable for a woman taking 
lithium to breast feed. Concentrations of carbamazepine and especially 
valproate are low in breast milk [148]. Therefore, each of these drugs can 
be considered for use in women who desire to breast feed. 


SUMMARY 
Consistent Evidence 


The following treatments reviewed here have consistent evidence of effi- 
cacy. For treatment of mania: divalproex, lithium, olanzapine, ziprasidone, 
risperidone combined with lithium or valproate, olanzapine combined with 
lithium or valproate, valproate combined with antipsychotics. For treatment 
of bipolar depression: lamotrigine. For maintenance treatment of bipolar 
disorder—principal effects on extending time to mania: lithium, divalproex; 
principal effects on extending time to depression: lamotrigine. 


Incomplete Evidence 


The following treatments have inconclusive evidence of efficacy. For treat- 
ment of mania: carbamazepine, standard antipsychotic drugs. For treatment 
of bipolar depression: SSRIs, bupropion, TCAs, MAOIs, carbamazepine. For 
maintenance treatment of bipolar disorder: carbamazepine, combination of 
lithium and carbamazepine, combination of lithium and valproate. 


Areas Still Open to Research 
The following treatments have limited evidence of efficacy, and thus should 


be considered as areas still open for research. For treatment of mania: 
topiramate, omega-3 fatty acids, levetiracetam, atypical antipsychotic drugs 
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other than those listed above, oxcarbamazepine. For treatment of bipolar 
depression: reboxetine, duloxetine, fluvoxamine, citalopram. For mainten- 
ance treatment of bipolar disorder: topiramate, omega-3 fatty acids, levetir- 
acetam. 


The level of evidence and the numbers of drugs within a category are 


likely to increase over the next decade, consequent to active drug develop- 
ment and testing currently in progress. 
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Commentaries 


3.1 
Pursuit of the Ideal Mood Stabilizer: 
Time to Give Up and Move to Combination Trials 


Joseph R. Calabrese, Daniel J. Rapport and Melvin D. Shelton! 


Charles Bowden’s authoritative and comprehensive description of the vari- 
ous pharmacotherapies currently being utilized in the medical management 
of bipolar disorder suggests that we have failed to develop an agent which 
possesses the capacity to simultaneously “stabilize mood from both above 
and below baseline” (terms proposed by Terry Ketter, personal communi- 
cation). In addition, we do not have agents that exert their therapeutic 
effects quickly and without significant side-effect burden. Our patients 
find these conclusions demoralizing. We must do better. We must meet 
this unmet need, and Bowden’s review would suggest that we are not 
going to achieve this goal without informed combination therapy. 

The available data suggest that lithium remains the “gold standard” in 
the long-term management of bipolar disorder. However, despite being 
viewed as our best prophylactic treatment for bipolar disorder, lithium 
has never been shown with contemporary methodology to prevent both 
manic and depressive episodes. Indeed, a recent trial that compared lamo- 
trigine to both placebo and lithium reported that lithium accomplished its 
long-term effects by preventing episodes of mania, not depression [1]. Past 
trials of lithium usually employed “enriched” discontinuation designs that 
compared the proportion of patients relapsing on lithium to that of placebo 
after random assignment to parallel arms. With the exception of the most 
recently completed trial [1], there exists no placebo-controlled maintenance 
study in patients with classic bipolar disorder that has successfully 
employed survival analyses in a comparison of any putative mood stabilizer 
to lithium and placebo. In Bowden’s maintenance study [2], significant 
secondary differences were shown between divalproex and placebo, but 
the lack of superiority of lithium over placebo questioned the validity of 
these findings [2]. Survival analyses in bipolar disorder maintenance studies 
are now required by regulatory agencies around the world for approval of 
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maintenance claims. Surprisingly, up until the recently completed lamotri- 
gine study [1], lithium had never been shown to possess prophylactic 
efficacy through survival analyses. I believe these data suggest that lithium 
stabilizes mood through its antimanic properties primarily. These observa- 
tions also call into question the scientific validity of requiring the use of 
survival analyses as primary outcome measures in bipolar disorder main- 
tenance studies [3]. Since bipolar disorder is a disorder of impulse, these 
studies are inherently complicated by premature discontinuations. Since 
these drop outs are due to poor compliance, regulatory agencies argue 
these drop outs are frequently “unusable” study endpoints, and as a result, 
compromise data analysis plans that rely heavily on survival methodology. 

There have been three large placebo-controlled maintenance studies con- 
ducted in bipolar disorder over the last 30 years ([2], divalproex vs. lithium 
vs. placebo), ([4], lamotrigine vs. placebo), ([1], lamotrigine vs. lithium vs. 
placebo). These studies have all employed survival analyses as the primary 
outcome measure to explore the mood-stabilizing properties of lithium, 
divalproex, and lamotrigine. Unfortunately, none of the medications evalu- 
ated in these studies have been shown to meet the definition of an “ideal” 
mood stabilizer—the possession of prophylactic efficacy in both phases of 
the disorder. I believe Bowden’s review suggests that we should discard our 
primary pursuit of mood stabilizers for use in monotherapy and begin 
placebo-controlled combination therapy trials that achieve the desired ob- 
jective of bimodal prophylactic efficacy with a more rapid rate of onset 
through use of combinations of medications that possess a spectrum of 
combined activity that is complementary. Since it is unlikely that these trials 
will be primarily funded by the pharmaceutical industry, the burden of 
these scientific studies will have to be assumed by government agencies. 

We propose a nomenclature for mood stabilizers. Class A: Mood stabil- 
izers that exert their primary acute and prophylactic effect by stabilizing 
mood from “above baseline”. These agents appear to possess marked acute 
and prophylactic efficacy, but modest antidepressant properties. Class B: 
Mood stabilizers that exert their primary acute and prophylactic effect by 
stabilizing mood from “below baseline”. These agents appear to possess 
marked acute and prophylactic efficacy, but modest antimanic properties. 
This nomenclature would facilitate the development of agents that possess 
complementary efficacy [5]. 

In conclusion, Bowden’s review suggests that building upon the achieve- 
ments of scientific forefathers our discipline has made tremendous progress 
over the last 25 years. In addition to having lithium and the typical anti- 
psychotic agents, we now have antiepileptic drugs (carbamazapine, val- 
proate, lamotrigine, and gabapentin) and the atypical antipsychotics 
(olanzapine and risperidone). These agents have been evaluated in large- 
scale, placebo-controlled studies and appear to have complementary spectra 
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of efficacy. We believe the time has come to give up our hope of developing 
a single agent that possesses bimodal efficacy in both the acute and prophy- 
lactic setting and to move clinical research towards controlled combination 
therapy studies involving two or three mood-stabilizing agents. 
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3.2 
Same Data, Different Interpretations 


Paul Grof! 


There is a pressing need to improve the treatment of bipolar disorders as 
currently diagnosed. The prevalence estimates in the population have 
expanded from a lifetime risk of 1% up to 5%, even up to 8%, partly due to 
the broadened approach of DSM-IV which allows other diagnoses in parallel. 
The enlarged potential market for new mood stabilizers has understandably 
been a strong incentive for the pharmaceutical industry, and pharmaco- 
logical treatment of bipolar disorders has become one of the most frequently 
presented subjects. Charles Bowden’s comprehensive review reflects well the 
impressive expansion of new, experimental treatments in bipolar disorder. 
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I have in recent years heard a number of review lectures given by other 
leading experts in this area, and whereas the data presented were largely 
similar to those of Bowden’s chapter, their interpretation and conclusions 
have varied considerably. There is clearly dissent in what are considered 
definitions and proofs. While Bowden is leaning to an extreme, whichis liberal 
in the definition of a mood stabilizer and lenient as to the efficacy of medica- 
tions (valproate is, for example, considered a drug of proven, long-term, 
prophylactic effect), the interpretation of others move in a different direction. 

Guy Goodwin [1, 2], for example, supports a more rigorous definition of 
mood stabilizers and concludes from a careful meta-analysis that lithium 
remains the only proven mood stabilizer in bipolar disorder. Based on 
evidence available to date, Fred Goodwin [3] and Baldessarini and Tondo 
[4] come to a similar conclusion. Guy Goodwin suggests that the looser 
definition of mood stabilizers has been made in order to accommodate, for 
example, antiepileptics. Whereas valproate is undoubtedly effective in the 
treatment of mania, evidence of its efficacy as a recurrence-preventive mood 
stabilizer is questionable. As Fred Goodwin points out, with the broader 
definitions, haloperidol and chlorpromazine would be classified as mood 
stabilizers as well. Other observations supporting these interpretations in- 
clude, for example, those of Garnham et al [5], who, in a large naturalistic 
study, found good support only for the mood-stabilizing efficacy of lithium 
and to some extent, lamotrigine. 

My own experience over the past decades leads to similar comments. As 
long as one uses lithium in patients with typical, episodic, fully remitting 
mood disorders—in patients in whom it was proven effective—it remains as 
effective against manias and depressions as it was in the 1960s and 1970s. 
Employed in a broadly DSM-IV diagnosed spectrum of bipolar disorders 
with high comorbidity and poor compliance, lithium’s efficacy drops dra- 
matically. Diluted by heterogeneity, the effect of lithium may not even be 
statistically significant. Undoubtedly, from the 1960s—1970s to the 1980s- 
1990s, diagnostic practices have clearly shifted [6, 7]. 

The second major reason for the differences in interpretation is related to 
the highly capricious course of bipolar disorders. The risk of recurrences is 
sufficiently high only in patients having had several episodes. At present, 
patients are started on long-term treatment after a single or a few episodes, 
and it is then difficult to tell if a patient remains well because of mainten- 
ance treatment or spontaneously. While the course of typical, episodic 
disorders was captured in the 1960s, the natural history of the atypical, 
nonepisodic illnesses has not been adequately studied. Yet, they probably 
represent the majority of DSM-IV diagnosed bipolar disorders. 

A varied approach to what is considered evidence contributes as well. 
When, for example, a maintenance study fails to demonstrate significant 
differences between valproate, lithium and placebo in the primary indicator 
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(recurrence rate), researchers naturally remain reluctant to accept a substi- 
tute by secondary indicators and post-hoc analyses. 

It is the use of different diagnostic practices, the capriciousness of clinical 
course and the different requirements for evidence that mainly account for 
the fact that we encounter such a variety of interpretations of data about the 
pharmacological treatment of bipolar disorders. And they make it difficult 
to come to consensus about the value and usefulness of the new, promising 
pharmacological interventions described in Bowden’s article. There are 
great hopes for efficacy of several new substances—we all share them— 
but to date the proof is still missing. 
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3.3 
Treatment as Guided by the Dim Light of Evidence 


Gary S. Sachs! 
At the dawn of the 20th century, Kraepelin coined the term manic-depres- 


sive insanity. Cade’s 1949 report of the calming effect of lithium spawned a 
half century of progress which transformed basic aspects of psychiatric 
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practice. Acceptance of lithium as a therapeutic agent required the invention 
of the randomized controlled trial. The evidentiary illumination provided 
by this new technology was sufficient to demonstrate that psychiatric illness 
was amenable to medical treatment. The science of clinical research also 
necessitated increased diagnostic rigour. While advancing the entire field of 
psychiatry, this trend has fostered the paradoxical evolution of manic- 
depressive illness from an imprecise but narrowly defined condition into 
operationally defined but more inclusive unipolar and bipolar mood dis- 
orders [1]. As the 21st century opens, this nosological paradox is paralleled 
by a clinical paradox: even as clinical efficacy studies expand our arma- 
mentarium of evidence-based treatments, the population of bipolar patients 
with inadequate response to these treatments seems to grow ever larger. 

Bipolar disorder is an incurable common disorder that is frequently 
disabling and can be deadly. While bipolar disorder usually responds to 
treatment, its course unfolds in chaotic patterns with irregular phases of 
depression and mood elevation separated by variable periods of partial or 
complete euthymia. The extreme variability within and between patients is 
a hallmark of bipolar illness [2] which complicates the process of clinical 
management and challenges the processes by which clinical research is 
conducted and results interpreted. 

Charles Bowden meets this challenge first by providing organizing con- 
cepts and then uses the conceptual framework to describe the state of 
evidence for drugs used to treat mania and depression. Finally, he pro- 
gresses by discussing the application of this evidence in formulating treat- 
ment strategies for bipolar patients. This commentary will focus on the 
organizing concepts. 

Bowden’s organizing concepts remind us that bipolar research is indeed 
handicapped by a lack of consistent definitions. Our field has no clear 
definition of a mood stabilizer, yet this term is used even in professional 
discourse without qualification. Any reasonable definition that permits an 
evidence-based determination of whether a treatment meets criteria for 
inclusion is an acceptable starting point. Bowden’s admonition to divide 
treatment actions into primary and secondary, however, invites us to think 
more deeply about the evidence by which we determine a drug to be a 
specific treatment for bipolar disorder rather than a nonspecific tool for 
reduction of a specific symptom. Determining treatment efficacy on the 
basis of changes in total rating scale scores leaves us vulnerable to what 
Bowden characterizes as the fallacy of treating a part of the illness as the 
whole. Factor analysis might prove useful as a means to determine whether 
specific symptom clusters respond differentially to any of the mood stabil- 
izing, antimanic, or antidepressant treatments. 

Categorizing the evidence into levels of variable strength provides 
perspective crucial to weighing inputs in an evidence-based approach to 
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treatment. Certainly greatest weight should be assigned to evidence Bow- 
den defines as category 1, “at least one placebo-controlled double-blind 
study conducted with a sufficient number of patients that at least one of 
the major planned analyses provided over a 50% likelihood of identifying a 
significant difference between the groups”. Among the 148 references in his 
chapter there are less than 20 placebo-controlled double-blind trials and not 
all of these meet the full definition for inclusion as category 1. Category 
1 data sufficient to characterize any one treatment as having consistent 
findings for acute mania, bipolar depression, or prophylaxis varies between 
scant and nonexistent. Suspending the requirement for placebo control 
defines category 2, but even combining categories 1 and 2 expands the 
number of quality studies to no more than 30 studies. 

Given the paucity of high-quality data, it may be fair to conclude that all 
areas of research for treatment of bipolar disorder are still open to research. 
Such a conclusion does not mean that clinicians are left to make treatment 
decisions totally in the dark. Quite to the contrary, it seems wise to use the 
light of available evidence in accordance with the level of illumination it 
provides. This is to say that when category 1 or category 2 evidence is available, 
it should be given greater weight than studies that may be flawed by lack of 
blinding, small sample size, or absence of controls, and relatively little cre- 
dence should be given to uncontrolled reports and speculative opinion. 

Using this perspective can help to minimize potential mistreatment of 
patients. For instance, uncontrolled case reports described that patients 
receiving atypical antipsychotics experienced treatment emergent worsen- 
ing or the apparent induction of mania [3, 4]. These well-intended reports 
raised concern that this class of medications might frequently cause harm to 
bipolar patients. Subsequent double-blind placebo-controlled studies pro- 
vided evidence that such phenomena occur no more frequently during 
treatment with olanzapine or risperidone than with placebo. Unfortunately, 
some patients are likely denied these treatments which have demonstrated 
efficacy out of consideration (however reasonable when first reported) of 
speculative concerns. 

Given the variability in the course of bipolar illness, it is imperative that 
treatment decisions be based on the best available evidence. Where the 
brighter light of evidence from double-blind controlled trials is available, 
reasoned speculation may prompt better study, but should not be allowed 
to eclipse the controlled data. 
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3.4 
The Search for the Holy Grail—The Ideal Mood Stabilizer: 
Fiction or Future? 


Heinz Grunze! 


Despite all advances and a recent rapid increase of confirmatory controlled 
trials, the pharmacotherapy of bipolar disorder has still a long way to go to 
achieve similar success rates as many nonpsychiatric drug treatments. Part 
of it is due to the fact that bipolar disorder was a long-time neglected orphan 
in the development of new drugs. Comparing the number of patients in 
randomized trials between 1988 and 1995, 10 times as many patients had 
been in controlled trials for atypical antipsychotics in schizophrenia than for 
all drug treatments of all phases of bipolar disorder [1]. The other part of the 
story is that the strict definition of Kraepelin’s manic-depressive illness has 
been extended and that bipolar disorder is nowadays considered as a 
spectrum disorder. However, until very recently, all controlled trials 
focused on the classical bipolar I patients, with so-called “atypical” features 
as bipolar II, rapid cycling, mixed states or comorbidity leading to exclusion 
from systematic studies. This may be a necessity for generating data useful 
for drug approval, but leaves the clinician alone when treating the routine 
bipolar patient. It is fair to estimate that probably less than 20% of bipolar 
patients originally screened are finally eligible for phase III trials and 
become randomized [2]. 

Thus, it is always a challenge to review evidence for efficacy of drug 
treatment of bipolar disorder, as effectiveness may contradict it. Charles 
Bowden’s chapter supplies the reader with an almost complete, as far as 
space restrictions allow it, and balanced overview on the pharmacological 
treatment of bipolar disorder. However, it appears that this inherited 
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conflict between efficacy and effectiveness, between controlled trial and 
real-world patient still remains unsolved. Although focusing on random- 
ized, controlled monotherapy trials, the review prefers to use a rather weak 
definition for the highest level of evidence, that would not withstand criteria 
of drug approval authorities. On the other hand, especially when consider- 
ing the effectiveness in bipolar depression and maintenance treatment, the 
review seems to be slightly hesitant in making use of data from large-scale 
naturalistic or retrospective analysis. Especially with bipolar depression, a 
balanced consideration between the risk of a switch into mania and the risk 
of suicidality is necessary, which, in my opinion, always demands a maxi- 
mum and usually combination treatment [3]. 

About 15% of bipolar patients die from suicide [4] and suicidality is an 
issue in almost 80% of bipolar depressed patients [5]. In a specialized bipolar 
outpatient setting, more than 25% of the patients had at least one previous 
suicide attempt [6]. Although an effective agent, lamotrigine monotherapy 
has not shown so far as much evidence for antisuicidal effects as lithium, 
although subanalysis of the milestone study of Calabrese et al [7] showed that 
suicidal idealization is significantly reduced. Furthermore, conclusive head- 
to-head comparisons of lamotrigine to standard antidepressants concerning 
efficacy are still missing. Unfortunately, as described in Bowden’s review, 
there is a paucity of controlled studies on the efficacy of antidepressants in 
bipolar depression. However, the so far largest chart analysis with more than 
2000 patients comparing the efficacy of antidepressants in unipolar and 
bipolar depression showed no statistical difference [3]. This analysis also 
backed up the observation that mood stabilizers can supply a reasonable, 
but not absolute protection against a switch [8]. 

Therefore, treatment recommendations for bipolar depression at this stage 
should always include initial combination treatment at least for moderate 
and severe depression [9]. If suicidality has ever played a role in the patient’s 
history, lithium should be considered as first choice until we have more 
knowledge of antisuicidal properties of other mood stabilizers. Due to their 
better tolerability compared to tricyclics (TCAs) and lower switch risk, select- 
ive serotonin reuptake inhibitors (SSRIs) are natural first choice antidepres- 
sants. When the antidepressant has to be switched due to inefficacy or 
intolerability, it should be kept in mind that a) at least in unipolar depressed 
males, TCAs seem to be more efficacious than SSRIs [10] and b) not all 
modern antidepressants have low switch risks. For example, it appears that 
the switch risk of venlafaxine is of the same magnitude of order as TCAs’ [11]. 

However, lamotrigine should still remain within the primary choice. In 
acutely unipolar and bipolar depressed patients, it shows antidepressant 
augmentative properties similar to lithium [12] and may be a first-line 
choice in continuation and maintenance treatment, alone or together with 
lithium, as reviewed by Bowden [13, 14]. 
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The general strengths and weaknesses of the different options for main- 
tenance treatment are authoritatively and comprehensively reviewed by 
Bowden. Two additional aspects should be mentioned. First, almost all so- 
called controlled maintenance trials lack a most important aspect: duration 
of study. From the clinicians’ view, a true prophylactic effect can only be 
judged with sufficient observation periods, whereas most controlled trials 
are for a maximum of 12-18 months. This may be sufficient for rapid 
cycling, but not for bipolar patients with lower episode frequencies. Effects 
of discontinuation of previous mood stabilizers, especially lithium [15], will 
lead to inconclusive results [16]. Furthermore, a true prophylactic effect may 
only be seen after prolonged exposure, as with lithium [17]. Interestingly, as 
far as we can say now, lamotrigine seems to have a pattern of responsive- 
ness similar to lithium: in the so far only controlled, 18-month comparison 
between lamotrigine, lithium and placebo, non-responders in both the 
lamotrigine and lithium group tended to be early drop outs, with those 
being stable after one year remaining mostly stable for the rest of the study. 
In comparison, a recently published controlled milestone study comparing 
the prophylactic efficacy of carbamazepine with lithium over five years 
showed a continuous, almost linear decline over time of the number of 
patients in the carbamazepine arm [18]. 

These limitations of controlled randomized studies suggest that at least 
for an estimation of the prophylactic value we should make more use of 
naturalistic data that may enhance our knowledge of the clinical usefulness 
of monotherapies (e.g., lithium [19]) or combination treatments (e.g., lithium 
and valproate [20]), despite all inherited methodological flaws. 

Not only in prophylaxis, but in general, skilful polypharmacy is rather the 
rule than the exception in bipolar disorder [21]. In my opinion, the search for 
the Holy Grail, the ideal mood stabilizer that cures and prevents all mood 
deflections in all subtypes of bipolar disorder, will be a never-ending story. 
Thus, we need right now a trial culture that focuses on other than typical 
bipolar I patients and on combination treatments, evaluating efficacy, toler- 
ability and simplicity of use, the latter as a most important prerequisite for 
compliance. Recent trials in acute mania, as the European valproate add-on 
study [22] or the recent studies on risperidone [23], should warrant more 
attention from the drug approval authorities, as they are closer to clinical 
reality. 
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3.5 
Novel Mood Stabilizing Strategies and 50 Years of Lithium 


Waldemar Greil! 


Compared to 30 years ago, it has become more difficult to make rational 
treatment decisions in the management of bipolar disorder. Nowadays, we 
have many more treatment options and a substantially larger group of 
patients are diagnosed as bipolar. The review presented by Charles Bowden 
gives an outstanding orientation for clinical practice by critically discussing 
the current evidence regarding the available treatment strategies. 

For lithium, the classic treatment of choice in bipolar illness, the prophy- 
lactic efficacy has been discussed controversially, as most double-blind 
trials designed to study lithium’s preventive efficacy were discontinuation 
studies, i.e., patients randomized to placebo were withdrawn from stable 
lithium and compared to patients remaining on the prophylactic drug. 
Hence, the results might have been biased in favour of lithium by with- 
drawal reactions in the placebo group [1]. Only when carbamazepine and 
valproate emerged as putative mood stabilizers did the scientific commu- 
nity pay proper attention to the fact that abrupt lithium withdrawal might 
trigger psychotic states, although this phenomenon had already been shown 
in a controlled study in the early 1980s [2, 3]. Since recurrences developing 
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rapidly after discontinuation have mainly been observed in patients not 
fully stabilized on lithium [2, 3], it might be discussed that the results of 
the early discontinuation studies on well-selected patients are not essen- 
tially falsified by this phenomenon, as has already been carefully discussed 
by Schou, Thomson and Baastrup in 1970 [4]. Additionally, there are other 
kinds of prospective studies on prophylactic lithium, and, in sum, the body 
of evidence clearly shows its efficacy. Furthermore, comparative placebo- 
controlled studies on novel mood stabilizers including lithium as a standard 
will clarify lithium’s preventive efficacy in accordance with modern meth- 
odological standards [5]. 

It will be significant to see whether rapid withdrawal recurrences are also 
associated with abrupt discontinuation of other mood stabilizers, such as 
valproate or lamotrigine, after their long-term use, or whether these drugs 
are superior in this important regard. Withdrawal effects are best studied in 
specialized outpatient clinics, e.g. in those joint to the Stanley Foundation [6]. 
Naturalistic follow-up data will be crucial to study prediction of response, 
patients’ adherence to treatment and development of tolerance. For lithium, it 
appears that preventive efficacy is maintained over many years [7, 8]. 

It proved to be rather difficult to establish prophylactic efficacy of the 
newer mood stabilizers by placebo-controlled randomized trials with ad- 
equate power. It is ethically problematic to enrol very ill patients, and when 
including less ill patients, even large multicentre studies might lack statistic 
power. In addition, blindness is often difficult to maintain in long-term trials 
when comparing agents with typical side-effect profiles such as lithium and 
anticonvulsants [9]. Hence, we often have to rely on second-line evidence 
such as unblinded randomized trials. 

The case of carbamazepine shows how difficult it is to evaluate efficacy 
from open studies. Although the evidence was rather weak, carbamazepine 
has officially been approved as antimanic and prophylactic agent by Euro- 
pean drug authorities. Accordingly, carbamazepine has been wider used for 
these indications by European physicians than valproate—which is not yet 
approved in Europe as a mood stabilizer since the authorities considered the 
evidence for its long-term efficacy to be insufficient. In our own study, carba- 
mazepine was similarly efficacious as lithium in preventing re-hospitaliza- 
tion in the whole group of bipolar patients broadly diagnosed according to 
DSM-IV [10]. When applying an outcome criterion closer to clinical practice, 
which also demands inter-episodic well-being and adherence to treatment, 
lithium was superior to carbamazepine [10]. Our data were also in favour of 
lithium regarding suicides and suicide attempts (six suicidal acts under 
carbamazepine during the study period compared to none under lithium). 

As emphasized in Bowden’s review, lithium appears to be efficacious in 
preventing mania, but it seems less sure whether it prevents depression to 
the same extent. Conversely, lamotrigine appears to be especially useful in 
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preventing bipolar depression but less helpful in preventing mania. Hence, 
a combination therapy of both, lithium plus lamotrigine, might be a safe and 
very efficacious mood-stabilizing strategy [11]. Since combinations of mood 
stabilizers are frequently used but poorly investigated [6, 11], it would be 
highly interesting to study mood-stabilizer combinations in randomized 
controlled trials. 

The pharmacological treatment options for mood-stabilizing strategies in 
bipolar disorder have expanded faster than the empirical evidence concern- 
ing their effectiveness. Randomized efficacy trials of novel mood stabilizers 
should be supplemented by naturalistic follow-up studies to clarify the 
benefit of established and novel prophylactic therapies in clinical practice. 
Up to now, 50 years of experience with lithium in long-term use as a mood 
stabilizer faces encouraging research data on an increasing number of 
modern alternatives. 
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3.6 

The Search for an Ideal Mood Stabilizer in the Absence of a Clear 

Aetiopathogenesis for Bipolar Disorder 
K.N. Roy Chengappa” Lokaranjit Chalasani” * and Joseph Levine” ° 
Charles Bowden’s comprehensive and thoughtful review of the pharmaco- 
logical treatment of bipolar illness articulates succinctly several fundamen- 
tal issues and controversies. Not unexpectedly, the issue of “What is a mood 
stabilizer?” is a central theme. This concept was shaped by lithium and its 
reported effects for the different phases (acute antimanic, acute antidepres- 
sant, and prophylactic against recurrences of mania or depression) of bipo- 
lar disorder. However, five decades later, the molecular mechanisms 
underlying these effects remain incompletely understood, and thus there 
is no clear knowledge of the biological matrices associated with the pro- 
cesses of mood stabilization. Furthermore, some controlled data and broader 
clinical experience have questioned lithium’s effectiveness in rapid cycling 
subjects or those with multiple episodes. 

If we have only a limited understanding of the underlying aetiopatho- 
physiology of bipolar disorder, we may rightfully question whether the 
biological mechanisms that underlie the benefits for the acute episodes 
(mania or depression) or for prophylaxis are the same. If they are not, 
then agents that are effective for the acute episodes may not be prophylactic 
agents or vice versa. Examples of this dissociation of therapeutic effect exist 
in other medical illnesses, such as migraine or asthma or epilepsy. So, it 
should not be altogether surprising that effective antidepressant or antima- 
nic agents may not be good prophylactic agents. It is also possible that the 
“switch” or “cycling” biology in bipolar disorder may be different from the 
biology of the “episode” (either mania or depression). So again, in theory, 
an “anti-cycling” or “anti-switch” agent may turn out to be a prophylactic 
agent but with minimal or no benefits for the acute episode. 

Given this state of affairs, the heterogeneity of bipolar disorders is equally 
important to consider. For instance, should we expect agents that are effect- 
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ive in bipolar II illness to be efficacious in bipolar I disorder? Lamotrigine is 
illustrative in this respect, with benefits being noted mainly for the rapid 
cycling subjects with bipolar II but not bipolar I disorder [1]. 

Polarity in bipolar disorder presents yet another unique challenge that is 
rare in medicine. The phenomenology (and most likely the underlying 
biology) of mania is very different from depression, unlike the on-off (or 
exacerbation and resolution) same phenomenology of recurrent unipolar 
depression or epilepsy. So, it is important to treat mania without induc- 
ing depression or vice versa. However, without a thorough knowledge of 
the course and the pattern of illness (for instance, depression—mania—euthy- 
mia, DME) or mania—depression—euthymia (MDE) or rapid cycling in indi- 
vidual patients, it is very difficult to attribute any “induction” or 
“exacerbation” or “improvement” to either the natural course of the illness 
or to the drug in question. First-generation antipsychotic agents were anti- 
manic agents, but their maintenance use was associated with the possible 
induction of increased depressive episodes (and tardive dyskinesia), so 
these were not considered mood-stabilizing agents. Robust data exists for 
the efficacy of olanzapine monotherapy for manic or mixed episodes, and 
ongoing clinical trials will inform us whether it has efficacy for acute bipolar 
depression and maintenance treatment. The data for other second-gener- 
ation antipsychotic agents is weak for monotherapy (except ziprasidone for 
mania). Heterocyclics, MAO inhibitors, selective serotonin reuptake inhibi- 
tors (SSRIs) and the post-SSRI antidepressants would similarly be con- 
sidered antidepressant agents and not mood stabilizers. Also, they can 
induce manic switches and possibly accelerate cycling of the illness. 

The emerging data for lamotrigine indicate antidepressant efficacy in 
bipolar I disorder, and evidence for improvement of the rapid cycling 
course of bipolar II subjects. However, lamotrigine shows no clear evidence 
as an antimanic agent. To some extent, these properties of lamotrigine 
inspired the definition of a uniphasic mood stabilizer, i.e. a drug which 
treats the acute phase (i.e. depression) and does not induce or worsen the 
opposite pole, and is effective in maintenance treatment in subsets of pa- 
tients. So, at this point, lamotrigine does not satisfy the lithium inspired 
definition of a mood stabilizer. Current data regarding divalproex as mono- 
therapy for acute bipolar depression remain scant, and maintenance pri- 
mary efficacy data have been disappointing as well; so it too does not meet 
the lithium inspired definition. However, divalproex does appear to have 
benefits for mixed episode, multiple episode and rapid cycling subjects and 
does not appear to induce or worsen manic or depressive episodes. Data 
regarding carbamazepine are mixed, and the data for other anticonvulsants 
are even less impressive at this time. 

Given the complexity and heterogeneity of bipolar disorder, and the fact 
that several subsets of patients demonstrate partial or lack of adequate 
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response, there is a place for combination pharmacotherapy. Combina- 
tion or augmentation treatments (two or three mood stabilizers, or mood 
stabilizers combined with second-generation antipsychotic agents) seem to 
be effective for manic or mixed episodes, and appear to provide higher 
response rates than monotherapy. Yet it should be stressed that it is 
usually monotherapy data that help us distinguish the effects of a specific 
agent for the acute episodes and/or for prophylaxis. Further, combination 
treatments trade efficacy for complicated medication regimens, blood 
and organ system monitoring and eventually impact on adherence to 
long-term treatment. Also, even though some of the newer definitions 
of mood stabilizer are articulating patient convenience and/or adher- 
ence issues, these are important pragmatic rather than efficacy consider- 
ations. 

How might we evaluate treatments to answer several treatment issues? 
Clearly agents that target pathophysiology (if we knew) would be ideal. In 
the absence of aetiopathological targets, we would suggest well-designed 
hypothesis-driven small controlled trials (limited to one or a few sites 
initially) in well-characterized cohorts, to show differences between a can- 
didate agent, either for the acute episode (either mania or depression) or 
even for prophylaxis. If the results were positive, enlarge the study to a 
larger number of sites, preferably with sites that can evaluate presumptive 
aetiopathological mechanisms (biological or imaging studies with “win- 
dows” to brain and disease activity) and, if these were positive, then long- 
term trials with the view to even wider generalizability could be attempted. 
Alternative designs that have been currently implemented have sought the 
“effectiveness” model of trying to create a large pool of subjects with 
bipolar disorder in multiple sites who are treated in a relatively uniform 
way, and then random-assignment study designs are tested for a particular 
illness phase or course of illness subtype drawing from this large pool. 
While this strategy is not without merit, it is less likely to provide definitive 
answers to the “mood stabilizer” question. 

Until then, the lithium inspired definition of a mood stabilizer may be a 
good goal, even if difficult to achieve in practice De, treatment of depres- 
sion and mania not just either), and also for the agent to demonstrate 
continued treatment efficacy into the preventative phase (i.e., prophylactic 
against recurrences of either mania or depression), without inducing or 
worsening any phase of the illness. This is not to suggest that other drugs 
are not valuable. In fact, depending on the phase of the illness and patient 
factors, the drugs described earlier have proved invaluable and even life- 
saving. However, the goal of developing one or more monotherapy 
“cornerstone” mood stabilizers should not be abandoned. To such cor- 
nerstone agents, other drugs can be added or subtracted as clinically appro- 
priate. 
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3.7 
Bipolar Disorder: Pharmacological Treatment—Where are We? 


Russell T. Joffe! 


There have been many systematic reviews of the treatment of bipolar 
disorder (e.g., [1-3]). In this excellent review, Bowden has gone further by 
imposing a scale to measure study quality. In this way, the review allows for 
an objective assessment of the quality of the studies and presumably the 
clinical inferences that may be drawn from them. Bowden’s review, how- 
ever, has to be read within the context of three broad conceptual issues, 
which do not detract from the scholarly nature of his review, but may 
influence the interpretation of the studies he considers and the conclusions 
that are drawn. 

First, a rational, commonly accepted approach to the pharmacological 
treatment of bipolar disorder is based much more on expert opinion and 
clinical experience than on evidence derived from rigorous clinical trials. 
Studies of treatment of all phases of bipolar disorder are woefully inad- 
equate in both quality and quantity as compared with the large dossiers of 
clinical trial data supporting the efficacy of currently used antidepressants 
and antipsychotics. While the database on randomized controlled trials of 
treatments for acute mania now approaches respectability, the database for 
acute treatment of bipolar depression and particularly the longer term 
prophylactic treatment of all phases of bipolar illness are substantially 
limited. It makes a review such as Bowden’s, I have no doubt, a challenge 
to write and more particularly difficult to evaluate. In the end, one is struck 
not so much by the difference in evidence for efficacy of various acute 
antidepressants or long-term prophylactic agents, but rather by the limita- 
tions of the data and the conclusions that can be drawn [1-3]. 

The second conceptual issue follows directly from the first. In view of the 
limitations of the data, major caution needs to be expressed in drawing 
closure on any of the findings to date. This caution should be expressed in 
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both positive and negative terms. From a positive perspective, one should 
be very cautious about declaring superiority of one treatment over another, 
particularly for acute depression and prophylactic treatment of bipolar 
disorder. The increased number of studies of compounds such as dival- 
proex sodium and lamotrigine in all phases of the illness is laudable. These 
studies [4, 5] confirm our clinical observations that these drugs are of 
varying efficacy in different stages of the illness. Although confirmation of 
efficacy using rigorous clinical trial design is highly desirable, this should 
not imply that other compounds which may be not as extensively studied, 
due often to lack of commercial interest, have inferior efficacy. Carbamaze- 
pine, from clinical experience, clearly has antimanic efficacy and may be 
useful in other phases of the illness. Lack of systematic investigation makes 
it difficult to evaluate its comparable efficacy with divalproex sodium. This 
does not mean that one should conclude that carbamazepine is an inferior 
compound, particularly for selected patients. Gabapentin was summarily 
dismissed as an effective agent after one negative study [6]. This has pre- 
cluded a more comprehensive evaluation of gabapentin and its potential 
role, even if not as a first-line treatment, for bipolar disorder. The pharma- 
cological armamentarium is so limited for bipolar disorder that one should 
caution against early discounting of the efficacy of any compound. Future 
trials should aim for a thorough evaluation of all potentially effective 
treatments for different phases of bipolar disorder, regardless of commercial 
interest. 

Last, the treatment of bipolar depression has been particularly neglected 
[2]. Implicit in any treatment decision about acute bipolar depression is 
weighing the risk of continuing depression versus the risk of a switch into 
mania or cycle acceleration which is associated with the use of antidepres- 
sants in this disorder [7]. All antidepressants will cause mood instability 
resulting in a switch into mania or an increased frequency of cycling. This 
risk, probably occurring in 15 to 25% of antidepressant treated bipolar 
patients, has to be balanced against the continuing risk of bipolar depres- 
sion, which includes chronicity, episode recurrence, psychosocial morbidity 
and, of course, suicide. The data on mood stabilizer treatment of bipolar 
depression remains extremely limited [2] and clinical experience is not 
always encouraging. Antidepressants are well-established treatment for 
acute depression including bipolar depression [8]; however, mood stabil- 
izers are not likely to cause a switch into mania which may occur with 
antidepressants [7, 8]. There is a bias to protecting the bipolar patient from 
manic switches and cycle acceleration by the preferred use of mood stabil- 
izers over antidepressants. This clinical practice is not necessarily supported 
by the literature. Carefully and rigorously designed studies will be required 
to balance and evaluate the risk between switch and cycle acceleration on 
the one hand and the consequences of depression on the other. In this way, 
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the most seriously debilitating phase of the illness, namely ongoing depres- 
sion, may be treated in a manner which best fits the patient’s needs rather 
than conforming to any theoretical assumption that to be depressed is less 
troublesome than to have mood instability and a switch into mania. 

Bowden’s review is both critical and comprehensive. It explicitly teaches 
us about the available literature and about state-of-the-art approaches to 
treatment for acute mania, acute depression and bipolar prophylaxis. It also 
teaches us, both explicitly and implicitly, about how much more work is 
needed to provide an objective, comprehensive and scientifically sound 
database for the pharmacological treatment of bipolar illness. 
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3.8 
Long-term Prophylactic Efficacy: 
The Most Important Feature of Mood Normalizers 


Janusz K. Rybakowski' 


In his excellent review, Bowden critically updates the main concepts and the 
evidence for the efficacy of pharmacological treatment in bipolar illness. 
However, it seems that the relative importance of such “old” drugs as 
lithium and carbamazepine has been in some aspects underestimated. 

Since bipolar disorder is a lifetime illness, the favourable modification of 
the longitudinal course of the illness over the years is probably the most 
important feature of mood normalizers. Long-term clinical experiences with 
drugs which are claimed by Bowden to fulfil the modern criteria for mood 
normalizers are clearly not equal. It is mostly with lithium that clinical 
observations of long-term treatment in many patients well exceed 20 
years. I am not aware of even naturalistic observations with other drugs 
(except for carbamazepine) lasting more than five years. Nowadays, in 
many outpatient clinics (including our clinic in Poznan), a substantial ex- 
perience has been accumulated with ultra long-term prophylactic treatment 
(i.e., > 20 years) with lithium, used mostly as a monotherapy. The prophy- 
lactic efficacy of lithium has probably not decreased over the recent decades, 
although so-called excellent lithium responders (those with no recurrences 
during long-term treatment with lithium alone) may represent no more than 
one-third of compliant lithium patients. In our recent study, including only 
bipolar patients who received lithium over a 10-year period, we did not find 
any difference in the percentage of excellent lithium responders between 
those entering treatment in the 1970s and in the 1980s (35% vs. 27%) [1]. 

It is not sufficiently clear why lamotrigine was without hesitation put in 
the group of proven mood normalizers while carbamazepine was included 
among those for which evidence is incomplete. This may partly reflect 
regional differences, i.e. that carbamazepine is for different reasons gener- 
ally less used than other anticonvulsants in the USA than in Europe. How- 
ever, carbamazepine has been much more studied than lamotrigine as a 
prophylactic agent in affective illness and for a longer period of time, as 
reflected in both older [2] and recent reports [3]. In Europe, carbamazepine 
is also a drug of first choice for combination with lithium in suboptimal 
prophylactic lithium responders. It should be noticed that with this com- 
bination some side effects of either drug are compensated (e.g., diuretic 
action of lithium and antidiuretic activity of carbamazepine) and that these 
drugs exert opposite actions on the hematopoietic system. 
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Another question is whether atypical antipsychotics should be included 
among possible mood-normalizing substances. My answer would be “yes”, 
at least on account of my personal, both acute (antimanic) and long-term, 
experiences with clozapine in bipolar patients. Our group in Poznan 
reported the excellent antimanic efficacy of clozapine (although only in an 
open study) long before this drug was introduced in the USA [4]. 

There is also the question whether we should vigorously treat hypomanic 
phases occurring in the course of bipolar II illness. I would agree with 
Bowden that many patients could profit from such periods and that we 
should not sedate the patient at all costs. 

For the treatment of bipolar depression, there is an increasing tendency to 
use new generation antidepressants with lesser propensity to induce manic 
switch. However, a consensus exists that in bipolar I patients they should be 
combined with mood normalizers. On the other hand, it has been suggested 
to use new generation antidepressants as a monotherapy in treating depres- 
sion in bipolar II patients [5, 6]. How long the antidepressant alone should 
be safely given in such conditions remains unclear. Moreover, whether 
continuing the antidepressant into the hypomanic phase without a mood 
normalizer may precipitate subsequent depressive recurrence or rapid 
cycling remains to be established. In most of such patients, a mood normal- 
izer would be indicated especially as an augmenter in case of non-optimal 
antidepressant response. Our experience with lithium augmentation shows 
that this effect is more robust in bipolar than in unipolar depression [7]. 
Furthermore, in another study, we found that carbamazepine was as effect- 
ive as lithium for antidepressant augmentation [8], which would further 
qualify this drug as a mood normalizer. 
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3.9 
Choosing Among Antimanic Treatments: Can the Clinician be Guided by 
the Evidence from Randomized Controlled Trials? 


Rasmus W. Licht! 


During recent years, there have been an increasing number of randomized 
controlled trials (RCTs) evaluating various drug treatments for mania, as 
thoroughly reviewed by Charles Bowden. A key issue, which will be 
briefly touched upon in the following, is to what extent the evidence from 
these RCTs can guide the clinician in selecting and conducting a proper 
treatment. 

According to Bowden’s review, the clinician has several primary antima- 
nic drugs at hand, when facing an acutely manic patient in need of treat- 
ment, e.g. lithium, valproate, carbamazepine, various typical and various 
atypical antipsychotics. Among these options, valproate, lithium (as an 
internal comparator to valproate), olanzapine, risperidone and ziprasidone 
have been tested in recent industry driven, rigorously conducted, large 
multicentre, parallel-group designed RCTs using modern psychometric 
measures. However, before that, the antimanic potential of lithium, various 
typical antipsychotics, and to some extent carbamazepine was known from 
several investigator driven, generally smaller and less sophisticated com- 
parative RCTs [1], open trials and an extended experience from clinical 
practice. In pharmacoepidemiological surveys from the mid-1990s, typical 
antipsychotics were the most commonly used antimanics in clinical practice, 
not only in European samples but also in US samples [2, 3]. In Europe, 
antipsychotics are still the most commonly used first-line antimanics, since 
they require no blood sampling (in contrast to lithium and valproate) and 
since at least some of them can be given intramuscularly in case of severe 
non-compliance. Based on the available evidence from the more recent 
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RCTs, Bowden recommends valproate as a first drug of choice for the entire 
spectrum of acute mania, even for the severe cases. However, due to the 
potential gap between the highly selected populations approached and 
enrolled in RCTs and the unselected populations treated in clinical practice, 
it remains to be investigated to what extent valproate may replace antipsy- 
chotics in clinical practice. 

In his section on methodology of RCTs in bipolar disorder, Bowden 
indirectly touches the issue of such potential limitations in generalizability 
of results from RCTs while mentioning the difficulties in recruitment of 
subjects for placebo-controlled trials. In trials on acute mania these difficul- 
ties seem to be insolubly associated with the illness itself, since moderately 
or severely ill patients characterized by impaired insight and lack of co- 
operativeness are not generally approached by researchers and, even when 
they are, they are not likely to consent to participate in a trial. While 
conducting an RCT comparing lithium with zuclopenthixol, we compared 
the randomized patients with the patients who had to be excluded for 
various reasons, and substantial differences on variables generally related 
to outcome were found [4]. Large-sized multicentre trials do not overcome 
this issue. On the contrary, many sites recruit only a very small number of 
highly selected patients. 

Besides limitations in generalizability, the available industry driven RCTs 
designed for drug approval have other limitations. A drug—placebo differ- 
ence of 25% in response rates (defined as a 50% or more reduction in a 
mania rating scale) has been observed for valproate and olanzapine. This 
implies that four patients have to be treated in order to achieve a modest 
benefit in one patient, which may not be convincing for the clinician. 
Hopefully, remission rates will be more commonly reported in future trials. 
Furthermore, follow-up data on responding and non-responding patients 
would be very helpful for the clinician, considering the fluctuation of manic 
and depressive symptoms within each single episode. Given the very high 
drop-out rates of around 50%, partly due to high requirements for protocol 
adherence in RCTs conducted for drug approvals, follow-up data of drop 
outs are also needed. 

As pointed out by Bowden, combined treatments are often necessary, but 
rarely studied. What is also sparsely studied systematically is what to do 
when first-line treatment fails, although there is some evidence that cloza- 
pine or electroconvulsive therapy (ECT) may work in such cases [1]. 

Predicting individual response is a key issue for the clinician. Until 
molecular biology eventually facilitates rational drug selection, we must 
rely on clinical group variables such as diagnostic subtype. Thus, as men- 
tioned by Bowden, post-hoc analyses of results from RCTs have suggested 
that valproate, in contrast to lithium, is equally effective on manic symp- 
toms in pure manic and in mixed states. However, whether psychotic mania 
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should also give valproate a preference above lithium is still not fully 
settled. 

Besides prediction of acute response, tolerability and patient preference, 
the prophylactic potential of a given antimanic drug is also important for 
the clinician when choosing among the various options. In that respect, at 
least in terms of efficacy, lithium still seems to be the best choice. 

Obviously we need RCTs to establish the mood-stabilizing efficacy of new 
compounds. However, to overcome the gap between results from industry 
driven RCTs and the needs of clinical practice we also need large-scale 
pragmatic studies using broad inclusion criteria, comparing the various 
treatments, alone or in combination, in populations of less selected patients. 
These studies may be randomized but open and use simple but relevant 
outcome measures. Large prospective follow-up studies of unselected 
cohorts treated systematically according to certain algorithms may also 
lead to reliable results regarding differential response prediction. 

Due to the limitations of RCTs as outlined above, the clinician still 
needs to consider each individual treatment course as a trial in which the 
various treatments are added and withdrawn in a rational sequence 
according to a continuing and systematic evaluation of clinical response 
and side effects. 
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3.10 
Challenges for the Experimental Therapeutics of Bipolar Disorder 


Ross J. Baldessarini’ 


In his thoughtful overview of contemporary pharmacological treatments for 
bipolar manic-depressive illness, Charles Bowden raises points calling for 
further emphasis. First, reasonable criteria for “mood stabilization” should 
include more than the short-term antimanic effects for which several agents 
are FDA-approved with research support. Even lithium, the standard mood 
stabilizer, is FDA-approved only for mania and its recurrences [1]. Evidence 
of long-term protection, even against mania, remains strikingly limited for 
agents other than lithium and perhaps carbamazepine [1]. For mood stabil- 
ization, controlled trials lasting more than one year are required, particu- 
larly in view of the natural average spontaneous recurrence rate in 
untreated bipolar disorder of about one new episode/year [2, 3]. 

A central problem in experimental therapeutics for bipolar disorder is 
prevention of recurrences of depression. For most proposed alternatives to 
lithium, evidence for long-term protection against recurrences of bipolar 
depression remains very limited compared to recurrent unipolar major 
depression [1, 4]. Indeed, bipolarity, psychosis or mixed states, and suicid- 
ality are typical exclusion criteria in antidepressant trials, but are matters of 
particularly pressing clinical and public health concern [1, 3, 5 ,6]. Lithium 
appears to be effective long term against recurrent depression in both 
bipolar I and II disorders [1, 3]. There is also extensive evidence of reduced 
long-term risks of suicide during lithium maintenance therapy that is un- 
matched by any other treatment in contemporary psychiatry [5, 6]. 

Another critical issue for studies of proposed mood-stabilizing treatments 
in bipolar disorder is the design and interpretation of trials in this inherently 
unstable and variable condition. Moreover, discontinuing lithium mainten- 
ance treatment, particularly rapidly, leads to early excesses not only of 
mania, but also of mixed states, depression, and suicidal behaviour [5, 7, 
8]. It remains unclear how long to gradually discontinue proposed mood- 
stabilizing agents to minimize this effect, with its substantial clinical risks 
and potential to increase the duration and cost of trials and complicate their 
scientific interpretation [7, 9]. 

Additional important methodological challenges for experimental thera- 
peutics in bipolar disorder include definitions of appropriate clinical out- 
comes [9]. Many studies have declared success or failure based on the 
occurrence or latency of even a single new episode of mania or depression. 
Given the lack of consistent, full protection from new episodes of bipolar 
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illness by any available treatment, more appropriate outcome criteria would 
include the number, frequency, duration, and severity of all illness episodes 
over prolonged follow-up times, the overall proportion of time ill, and 
reliable measures of functional status and quality of life [9]. 

Finally, experimental therapeutics remains strikingly deficient for juven- 
ile and geriatric forms of bipolar disorder [10, 11], and in critically evaluat- 
ing psychosocial and rehabilitative measures that have proved to be useful 
adjuncts to medication in recurrent depression and even chronic psychotic 
disorders [12]. 
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3.11 
Expanding Options to Treat Bipolar Disorder: Science Informs Practice 


Alan J. Gelenberg and John Misiaszek' 


Charles Bowden has done an outstanding job in reviewing a rapidly 
expanding literature on the treatment of bipolar disorder. Not long ago 
lithium, advanced by Cade over 50 years ago, was the only medication for 
this condition. Now, there are many purported pharmacotherapies to alle- 
viate mania, depression, and mixed states, as well as for long-term stabiliza- 
tion of mood. The risk today is that proposed treatments have far 
outstripped the scientific data underpinning their safe and efficacious use. 

Bowden begins by observing that psychiatrists in practice may expect too 
much from a drug labelled “mood stabilizer”. He recommends that the 
definition of mood stabilizer require benefit from a drug for one “primary 
aspect of bipolar illness” in acute and maintenance-phase treatment, while 
not worsening any aspect of the illness. This definition—more modest than 
an expectation of total long-term mood stabilization—may help set the stage 
for appropriate polypharmacy, later reviewed by the author. He also em- 
phasizes the importance of separating benefits against components of mood 
episodes, such as sleep disturbances and anxiety, which may be provided 
by drugs such as clonazepam and gabapentin, and primary efficacy against 
mania or another phase of bipolar disorder. 

We appreciate and concur with Bowden’s weighing the difficulties of 
mild hyperthymia versus those of cognitive dulling, which often comes 
from overmedicating with mood stabilizers. Patients with bipolar disorder 
can be highly functional, and the long-term goal of protecting life and 
enhancing its quality must balance mood symptoms against the need for 
mental clarity. 

The author points out many difficulties encountered by the brave souls 
who labour on clinical research in bipolar disorder. Difficult in any area of 
clinical research, problems of selection criteria and the placebo response are 
particularly knotty in this condition. Research criteria for inclusion can 
result in samples that do not represent the real universe of patients with 
bipolar disorder. Even the 50% criterion of improvement in baseline mania 
that Bowden calls “relatively stringent” leaves many patients with life- 
disrupting symptoms. The upshot is continuing efforts to find enhanced 
treatment regimens, often involving polypharmacy and inevitable side 
effects. 

Bowden observes a problem in clinical research that cuts across all diag- 
noses in psychiatry. Eager to enrol subjects in a clinical trial, investigators 
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and their staff tend to inflate initial symptom scores on rating scales, only to 
deflate these once treatment has begun. The result is a higher placebo 
response rate and number of failed trials. Our proposed remedy would be 
to borrow a page from the manuals of psychotherapy researchers and 
sample videotaped interviews from investigators in collaborative studies 
to assure consistency in rating. 

The author touches briefly on an issue important to long-term, mainten- 
ance-phase trials in any area of psychiatry (and medicine more broadly): 
whether a treatment that induces remission predicts the best treatment to 
maintain remission. This question must be entertained by any protocol 
contemplating long-term observations in our field. At the very least, investi- 
gators must state clearly the treatment history in the acute phase of an 
illness and analyse acute-phase data for clues to long-term response. 

A new and interesting clue to the use of divalproex for long-term treat- 
ment comes in the author’s reference to an analysis of maintenance-phase 
serum-level data. Apparently, higher (> 125 ug/ml) levels of valproate were 
associated with more side effects and less control over mania symptoms. 

The author notes the need for systematic studies of antipsychotic drugs 
for maintenance treatment in bipolar disorder. Particularly for long-term 
therapy, adverse events and their chronic hazards must be taken into 
account, both to protect against physical consequences, as well as to dimin- 
ish non-adherence to medication regimens. Recent concerns with new 
antipsychotic drugs have included lipid and glucose levels, hyperprolacti- 
nemia, and the cardiac QT, interval. 

Carbamazepine is widely used outside of the United States as an alterna- 
tive to lithium in this disorder. The author aptly notes, however, the dearth 
of adequately controlled trials to bring science to bear on its clinical appli- 
cation. Available data suggest that carbamazepine may have its best role as 
an adjunctive therapy. Its congener, oxcarbazepine, has not been studied 
much in bipolar disorder, but might be equal in efficacy to carbamazepine 
and appears to have a weaker effect in inducing P450 3A4 isoenzymes. 

Recent data on the anti-epileptic drug lamotrigine are encouraging. 
Lamotrigine, as noted by Bowden, may effectively treat acute depression 
in bipolar disorder (without worsening the likelihood of a switch into 
mania) and might extend the interval until the next episode of depression. 
Treatment of depression in bipolar disorder remains problematic, as evi- 
dence on the proper choice of an antidepressant and the duration of its use 
remains murky. Much of what is employed in practice has been extrapo- 
lated from data and experience in treating unipolar depressions. We concur 
with Bowden’s recommendation that an antidepressant be tapered several 
weeks after recovery. We note, however, a recent retrospective study sug- 
gesting that antidepressant discontinuation might increase the risk of de- 
pressive relapse in some bipolar patients [1]. 
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We also concur with Bowden’s emphasis on the importance of the symp- 
tom complex in choosing a treatment for acute mania. Thus, the presence of 
mixed features, anxiety, psychosis, and rapid cycling are important vari- 
ables in selecting medication. Divalproex appears to have advantages over 
lithium for these more complex pictures of mania. Combinations of medica- 
tions appear more effective than single agents, but, at this stage of know- 
ledge, most experts recommend two failed monotherapy trials before 
moving on to polypharmacy. 

Beyond medications currently considered “mood stabilizers”, singly and 
in combination, physicians often turn to other adjunctive treatments. Clin- 
ical experience abounds, but scientific evidence remains scanty. Examples 
are supplemental thyroxine, benzodiazepines, and natural remedies—most 
recently, omega 3 fatty acids. In our experience, benzodiazepines are often 
useful in nipping hypomania in the bud by promoting a return to normal 
sleep patterns. However, given the greater than 50% likelihood that a 
patient with bipolar disorder will develop substance abuse during his or 
her lifetime, where the physician fears a risk of sedative-hypnotic depend- 
ency, gabapentin may be an alternative. 

Our last piece of advice concerns the need to blend science and clinical 
experience. Evidence-based medicine requires that we turn first to treat- 
ments with well-established safety and efficacy. Evidence in psychiatry is at 
least equal to that in most other medical specialties. But doctors are con- 
fronted daily by problems without scientific answers. In those common 
instances, the clinician’s own wisdom and experience must be balanced 
against the clinical literature, including controlled trials, case series, and 
selected anecdotes. 
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3.12 
The Pharmacological Treatment of Bipolar Disorder: More Questions 
Than Answers 


Chittaranjan Andrade! 


More than a century has passed since Kraepelin described manic-depressive 
psychosis, and more than half a century has passed since Cade ushered in 
the lithium era; today, despite the availability of lithium, conventional and 
newer antiepileptic drugs, conventional and atypical antipsychotic drugs, 
conventional and recent antidepressant drugs, and miscellaneous other 
drugs for the treatment of bipolar disorder, Bowden correctly identifies 
fewer than a dozen high quality drug trials which allow evidence-based 
treatment decisions to be made. 

There are many reasons for this dissatisfying state of affairs. For example, 
Bowden notes that many of the early studies were flawed by the recruitment 
of patients who were unwittingly predisposed to relapse because of an 
abrupt withdrawal from lithium. The explosion of new treatment agents, 
during the last decade, has not had sufficient time for adequate research. 
All-important long-term maintenance therapy studies have not been con- 
ducted, perhaps for ethical reasons, and perhaps for want of patience and 
funds. Antidepressant drugs and the irregular use of lithium may have 
impacted adversely upon the long-term course and outcome of the disorder, 
prejudicing the results of drug therapy. Bipolar disorder presents in varied 
forms, and the ideal management of each may differ. 

Plenty of studies inform us about the efficacy of various drugs in acute 
phase mania and depression; however, most of these studies examine 
response rather than remission. This is unfortunate because the goal of 
therapy is euthymia, and not just improvement. On what evidence do we 
base treatment decisions when patients respond but are slow to remit? 

Moving to a subject of far greater importance, we are woefully ignorant 
on several subjects related to the maintenance of euthymia. Consider the 
following: 


(a) The use of antipsychotic and antidepressant drugs during continuation 
and maintenance phases of therapy increases the risk of depression and 
mania, respectively; accordingly, these drugs are tapered off and with- 
drawn as early as possible, and the patient is maintained with drugs 
such as lithium, valproate, carbamazepine, combinations thereof, or 
alternatives thereto. The timing of withdrawal assumes what has not 
been proven: that drugs effective in prophylaxis during the maintenance 
phase are effective in stabilizing mood during the continuation phase. 
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(b) We still do not have adequately strong and adequately replicated evi- 
dence to identify ideal maintenance treatments for bipolar I and bipolar 
Il illness; rapid-cycling and non-rapid-cycling illness; classical and dys- 
phoric/mixed illness; acute phase illness with and without psychotic 
features. 


Furthermore, these four dichotomous groups combine to form no fewer 
than 16 different presentations; while some are undoubtedly rare, there is 
no assurance that a management strategy effective for any of the more 
common presentations will be as effective for any of the others. 

Specifically in this context, since an increasing number of patients appear 
to require polypharmacy for the optimal stabilization of mood, we need to 
know the best combination of drugs for each presentation of bipolar dis- 
order; at the very least, we need to know the spectrum of efficacy of classical 
combinations such as lithium and carbamazepine, and lithium and valpro- 
ate. I also see several rapid-cycling patients to whom other clinicians have 
prescribed an antipsychotic—-antidepressant combination (for maintenance 
therapy) because of nonresponse to the lithium—carbamazepine—valproate 
group of drugs; heretical though it may sound, is there a role for an anti- 
psychotic—antidepressant prophylaxis of bipolar disorder? 

Treatment schedule optimization of drugs used in maintenance therapy 
requires better characterization. Consider the following: 


(a) With the exception of the case of lithium, we do not have convincing 
evidence about ideal doses and/or serum levels for effective prophy- 
laxis with different drugs; should we, therefore, best maintain patients 
at the highest tolerated doses? 

(b) Whatever the half-life of the drug (a crude proxy for the duration of its 
central action), and whatever the apparent half-life of the preparation 
(as in the case of controlled release formulations), we universally use 
12-hour values as the gold standard for estimating serum level rela- 
tionships with response; is this practice valid, and might this practice 
be responsible for the failure to establish consistent relationships? 

(c) Ona subject that has been of interest at our centre: there is an increasing 
trend to prescribe lithium once daily [1, 2]; although we have ourselves 
found once-daily lithium dosing as effective as divided dosing in acute 
[3] and maintenance [4] phases of illness, we realize that neither these 
nor other studies in world literature [5-10] present sufficiently strong 
evidence to justify the practice. Once-daily (nighttime) dosing improves 
compliance, requires lower total daily doses [11] with accompanying 
benefits such as lower costs and adverse effects [12, 13], and allows peak 
level adverse effects to dissipate during the hours of sleep [14, 15]; 
nevertheless, until rigorous studies demonstrate its efficacy as acute 
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and maintenance therapy, the practice should be considered un- 
approved. Alternate day lithium is still experimental [16-18]. 
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3.13 
Efficacy and Effectiveness of Long-term Pharmacological 
Treatment of Bipolar Disorder 


Per Vestergaard! 


Short-term treatment of manic and depressive episodes may prove a cum- 
bersome task, but eventually the majority of patients will experience a full or 
partial response. Long-term prophylactic treatment presents both patients 
and doctors with additional problems which I shall deal with briefly. 

In his review, Charles Bowden competently and in great detail examines 
the evidence for treatment efficacy of various drugs and drug combinations, 
and it is quite clear that long-term treatment efficacy is far from ideal. In 
long-term studies of mood stabilizers, the majority of which have been 
conducted with lithium, efficacy figures for patients responding to lithium 
only reach levels between 60 and 70% [1, 2]. Figures for treatment effective- 
ness obtained from so-called naturalistic follow-up studies of bipolar pa- 
tients in long-term treatment with lithium are even more disappointing, 
seldomly reaching levels above 30-40% [3]. 

Regarding treatment efficacy, it is most likely that the potentials are 
exhausted of such traditional psychotropic drugs which predominantly 
influence monoamino-transmitter systems by manipulating presynaptic or 
postsynaptic receptor complexes. The scientific community may in the 
future direct its attention to other treatment interventions and targets. 
Further development of electroconvulsive therapy also for long-term appli- 
cation is one option, another is the exploitation of transcranial magnetic 
stimulation or yet another experimental neurophysiological intervention 
such as vagus nerve stimulation. Another line of development is the use 
of nerve signal modulators such as substance P, corticotropin releasing 
factor analogues and other peptides and protein fractions. Finally, molecu- 
lar biology may provide more precise information on intracellular signalling 
cascades during normal and pathological circumstances which may invite 
yet unknown experimental interventions. 
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Even when efficacy figures for long-term treatment of bipolar disorder are 
improved, the everlasting question of treatment effectiveness remains a 
challenge [3]. Many factors prevent effectiveness figures from reaching the 
ideals of treatment efficacy. These factors include uncertain diagnostic sub- 
grouping of bipolar patients, non-compliance among patients and non-com- 
pliance among health professionals, the latter subject being heavily 
understudied [4]. 

Non-compliance among patients probably is the most serious hin- 
drance for improvement of treatment effectiveness. Compliance may be 
improved through proper selection of bipolar candidates for long-term 
treatment, through early and aggressive institution of effective pharmaco- 
logical treatments and vigorous treatment of comorbid substance abuse and 
somatic illnesses and, finally, through attention to side effects of lithium and 
other putative mood stabilizers and respect for the attitudes and the (lack of) 
knowledge of the illness and the treatment exhibited by both patients and 
their relatives. 

Improved compliance and treatment response furthermore depends upon 
an ideal organization of the treatment package, which should also include 
psychological assistance and psychosocial interventions. This organiza- 
tional framework may be a multi-professionally staffed lithium clinic or 
mood disorders unit. Successful long-term treatment of bipolar patients is 
definitely a complex and resource-consuming task. 
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3.14 
Pharmacological Treatment of Bipolar Disorder: The State of the Art 


Allan Young! 


Bipolar affective disorder has been described for most of recorded history 
and ranked high amongst psychiatric disorders in the global burden of 
disease study [1]. However, it is arguably still under-recognized. Classical 
epidemiological studies indicate a lifetime prevalence rate of approximately 
1% for bipolar I disorder. However, a wider “bipolar spectrum” also exists. 
This includes bipolar II disorder or major depression with a history of 
hypomanic episodes and less commonly recognized subsyndromes combin- 
ing hypomania and minor depression or manic symptoms alone. Jules 
Angst’s longitudinal studies in Zurich recorded high lifetime prevalence 
rates of this bipolar spectrum [2]. Although the dangers of widening the 
concept of the bipolar spectrum are clear, it is likely that many cases of 
bipolar disorder are not recognized as such but may well be diagnosed as 
unipolar depressive disorder. Many psychiatric researchers have argued for 
a “continuum” approach to unipolar major depression and this argument 
may be valid if unipolar disorders are considered in isolation. However, 
when one considers the whole range of mood disorders, it is clear that 
unipolar and bipolar disorders do differ in terms of demography, treatment 
response and potentially neurobiology. Fuller understanding of the differ- 
ences and similarities between bipolar and unipolar disorders is likely to 
advance our understanding of both illnesses and the treatment that we give 
our patients. Charles Bowden’s systematic review provides a masterly 
overview of the current state of a crucial area of evidence—the pharmaco- 
logical treatment of bipolar disorder. 

The psychopharmacological revolution was initiated by John Cade’s dis- 
covery of the therapeutic effects of lithium in 1949. This was followed in the 
1950s by the advent of both antipsychotics and antidepressants and all three 
classes of drugs continue to be used frequently in bipolar disorder. The 
efficacy of lithium was established in clinical trials from the 1960s onwards, 
but doubts about its effectiveness in clinical practice have recently been 
raised due in part to the occurrence of rebound manic symptoms upon 
rapid discontinuation [3]. Lest we too hurriedly dismiss this venerable 
medication, however, Charles Bowden reminds us that lithium, alone 
amongst mood stabilizers, has been shown to have a beneficial effect upon 
suicide. Further understanding of the pharmacological basis of lithium’s 
preventative effect on suicide would help us both to develop new treat- 
ments and understand the neurobiology of this tragic phenomenon. 
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The introduction of the anticonvulsant drugs, initially carbamazepine and 
subsequently sodium valproate and lamotrigine (with other candidates 
waiting in the wings), has given a renewed impetus to research in the 
field. Antipsychotics are widely used in bipolar disorder and the introduc- 
tion of novel atypical antipsychotics has extended the range of treatments 
for bipolar disorder even more. Researchers and clinicians must remain 
cautious about using the term “mood stabilizer” too loosely and the con- 
ceptual and scientific arguments around this topic are fully rehearsed by 
Bowden. The most demanding criteria for mood stabilizer status demand 
that a single agent treat mania and bipolar depression, be effective in 
maintenance treatment and do not promote switching. The gap between 
these criteria and what is attainable with current monotherapy is illustrated 
by the common use of multiple drug combinations, which are frequently 
needed to treat all manifestations of this complex disorder. 

A full understanding of the relevant methodological issues is necessary to 
understand the research evidence summarized by Bowden. These are often 
highly pertinent to the clinician. A good example is the high “placebo 
response” rates evident in many studies. It is clear that placebo is not an 
inert treatment and indeed usually includes medication such as benzodi- 
azepines as well as nursing and medical care. These factors may have 
powerfully beneficial effects, suggesting that in future we should be 
broadening our scope to examine all factors in treatment response. In 
common with much of the rest of clinical medicine, techniques from clinical 
epidemiology are now being widely utilized to collate research findings and 
thus guide clinicians in treatment choices for bipolar disorder. However, the 
current system for ranking evidence frequently used in the United States 
does differ from that used in other parts of the world [4], and it would 
clearly be desirable for these tools to be standardized over the near future. 
Research will advance more quickly if an apparently common language 
does not separate us. 

Recent developments in treatments in bipolar disorder give hope for the 
future. Bipolar depression and rapid cycling are two of the most difficult 
complications to treat in this condition. The anticonvulsant lamotrigine has 
recently been shown not only to have convincing antidepressant properties 
for bipolar depression (without switching) but also to be efficacious for 
rapid cycling. The pharmacological basis of the mechanism of action of 
lamotrigine and indeed all mood stabilizing drugs, including lithium, 
remains obscure. It is to be hoped, however, that the demonstration of a 
novel efficacy profile for drugs such as lamotrigine will stimulate the discov- 
ery of a new class of related therapeutic agents. At some point we will truly 
understand how these drugs work and how best to use them in combination 
with non-pharmacological strategies. Until that point is reached, there will be 
much art, as well as science, in the treatment of bipolar disorder. 
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3.15 
Many Borrowed Drugs, But Still No New Treatments Developed 
Specifically for Bipolar Disorder 


Carlos A. Zarate, Jr! 


The pharmacological treatment of bipolar disorder has significantly ad- 
vanced since the publication in 1990 of the textbook titled Manic-Depressive 
Illness by Goodwin and Jamison [1]. In this classic textbook, the somatic 
treatments that were available then for the treatment of bipolar disorder and 
reviewed included lithium, carbamazepine, neuroleptics, antidepressants 
(tricyclic antidepressants, monoamine oxidase inhibitors) and benzodiazep- 
ines. Much of the textbook focused on the many studies that were con- 
ducted on lithium, describing it as a major treatment for manic-depressive 
illness. Little information was available at the time on valproate and other 
anticonvulsants. No one had envisioned back then the major role that the 
next generation anticonvulsants and the atypical antipsychotic drugs would 
have in the treatment of bipolar disorder. However, in spite of that, clearly, 
the discovery of lithium’s efficacy as a mood-stabilizing agent has since 
revolutionized the treatment of patients with bipolar disorder. After nearly 
50 years, lithium continues to be the mainstay of treatment for this disorder, 
both for the acute manic phase, and as prophylaxis for recurrent manic and 
depressive episodes [2]. Adequate lithium treatment, particularly in the 
context of a lithium clinic, is also reported to reduce the excessive mortality 
observed in the illness [3]. However, despite its role as one of psychiatry’s 
most important treatments [1], increasing evidence suggests that a signifi- 
cant number of patients respond poorly to lithium therapy, with recent 
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reviews noting failure rates of lithium to be 50% or higher [4]. Several 
studies have suggested that particularly low rates of responsiveness to 
lithium occur in mixed or dysphoric mania, rapid cycling, and substance 
abuse comorbidity (see [1, 5] for reviews). There is mounting evidence that 
recurrent mood disorders—once considered “good prognosis diseases’’— 
are, in fact, often very severe and life-threatening illnesses [6]. It is now 
recognized that, for many patients, the long-term outcome is often much 
less favourable than previously thought, with incomplete interepisode re- 
covery, and a progressive decline in overall functioning observed [6]. Thus, 
bipolar disorder patients are likely to be exposed to multiple medications 
with increased risk of side effects, and may be at increased risk of suicide 
attempts and early mortality [7]. 

The recognition of the significant morbidity and mortality of patients with 
severe mood disorders, as well as the growing appreciation that a signifi- 
cant percentage of patients respond poorly to existing treatments, has made 
the task of discovering new therapeutic agents that are efficacious and with 
few side effects increasingly more important. In recent years, there has been 
an explosion in the number of options available for the treatment of recur- 
rent mood disorders, with a parallel and unprecedented increase in the 
interest in the treatment of manic-depressive illness by pharmaceutical 
companies, clinicians, researchers and the public. The two categories of 
drugs that have received much attention as putative treatments for bipolar 
disorder are the anticonvulsant and antipsychotic drugs. Significant ad- 
vances were achieved with the development of the atypical antipsychotic 
drugs in that, compared to the typical antipsychotic drugs, they are associ- 
ated with lower rates of extrapyramidal symptoms and tardive dyskinesia 
and are more efficacious in the treatment of negative symptoms of schizo- 
phrenia and in improving the quality of life. The atypical antipsychotic 
drugs were also noted to have significant thymoleptic properties early on 
in their development [8]. Almost as rapidly as the anticonvulsants were 
being introduced into the market for the management of epilepsy and 
atypical antipsychotic drugs for the treatment of schizophrenia, these 
drugs were being used by clinicians for the treatment of bipolar disorder. 
Perhaps, in part this practice resulted from the lack of marketed drugs 
approved for the treatment of these disorders. 

Summarizing all this information on the multiple drugs being clinically 
used and tested for the treatment of bipolar disorder, and presenting it to 
clinicians in a palatable way can be a nightmare. However, Charles Bowden 
once again has been able to eloquently capture the essence of what these 
somatic treatments are about, how and in what circumstances they should 
be used, and at the same time present this information in an orderly and 
comprehensive way from which all of us can learn. In addition, Bowden 
describes his view of what are mood stabilizers and the primary and 
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secondary roles of the different somatic treatments. This is extremely help- 
ful, as unfortunately the term “mood stabilizer” is often used loosely. 
Presenting his view of the concept of mood stabilizer is important because 
it helps put a perspective on what are, and what should be, the roles of the 
pharmacological treatments in the treatment of bipolar disorder. 

While there appears to be an abundance of pharmacological agents for the 
treatment of bipolar disorder, much more work is needed. Few of the newer 
treatments have been demonstrated in systematic and in controlled condi- 
tions to be efficacious in bipolar disorder and only three of them have 
received Food and Drug Administration approval for the treatment of 
bipolar disorder. Furthermore, the biochemical basis for lithium’s antimanic 
and mood-stabilizing actions remains to be fully elucidated [9]. At present, 
we are borrowing drugs used in the treatment of other disorders but have 
yet to develop a specific treatment for bipolar disorder. It is by understand- 
ing the biochemical basis of lithium and other effective treatments that we 
will be able to discover new therapeutic agents that will hopefully enhance 
compliance; work quickly, potently, specifically, and with few side effects. 


REFERENCES 


1. Goodwin F.K., Jamison KR (1990) Manic-Depressive Illness. Oxford University 
Press, New York. 

2. Fieve R.R. (1999) Lithium therapy at the millennium: a revolutionary drug 
used for 50 years faces competing options and possible demise. Bipolar Disord., 
1: 67-70. 

3. Tondo L., Jamison K.R., Baldessarini R.J. (1997) Effect of lithium maintenance 
on suicidal behavior in major mood disorders. Ann. N. Y. Acad. Sci., 836: 339-351. 

4. Goldberg J.F., Harrow M., Leon A.C. (1996) Lithium treatment of bipolar 
affective disorders under naturalistic follow-up conditions. Psychopharmacol. 
Bull., 32: 47-54. 

5. Tohen M., Greenfield S.F., Weiss R.D., Zarate C.A. Jr., Vagge L.M. (1998) The 
effect of comorbid substance use disorders on the course of bipolar disorder: a 
review. Harvard Rev. Psychiatry, 6: 133-141. 

6. Tohen M., Hennen J., Zarate C.A. Jr., Baldessarini R.J., Strakowski S.M., Stoll 
A.L., Faedda G.L., Suppes T., Gebre-Medhin P., Cohen B.M. (2000) The McLean 
First Episode Project: two-year syndromal and functional recovery in 219 cases of 
major affective disorders with psychotic features. Am. J. Psychiatry, 157: 220-228. 

7. Tsuang M.T., Woolson R.F. (1978) Excess mortality in schizophrenia and affect- 
ive disorders. Arch. Gen. Psychiatry, 35: 1181-1185. 

8. Tohen M., Zarate C.A. Jr. (1998) Antipsychotic agents in bipolar disorder. J. 
Clin. Psychiatry, 59 (Suppl. 1): 38-48. 

9. Manji H.K., Potter W.Z., Lenox R.H. (1995) Signal transduction pathways. 
Molecular targets for lithium’s actions. Arch. Gen. Psychiatry, 52: 531-543. 


262 BIPOLAR DISORDER 


3.16 
New Frontiers—Old Concepts 


Trisha Suppes' 


In contemporary times, one of the changes has been a re-expansion of the 
definition of bipolar disorder (BD) to include a broader spectrum of symp- 
toms. An example of this was the lack of inclusion of BD patients with 
psychotic symptoms as having BD vs. schizophrenia in the 1970s, particu- 
larly in the US [1]. The current perspective views psychotic symptoms as 
more nonspecific, and other features of the illness to be the defining charac- 
teristics [2, 3]. This change of diagnostic perspective to include potentially 
more severely ill patients may provide a partial explanation of the more 
limited long-term efficacy, in contrast to earlier ideas, of lithium treatment. 
While clearly still an important and clinically useful medication, as noted by 
Charles Bowden, lithium is not the hoped for panacea. More recently, 
Hagop Akiskal, Jules Angst, and others have expostulated and expanded 
on the concept of bipolar spectrum, wherein “soft” bipolar symptoms are 
seen as a continuum of illness to more severe illness [4, 5]. This shift to 
include a broader range of less severe to more severely ill patients as bipolar 
may in part explain the poor functional recovery, despite syndromal recov- 
ery, observed in recent studies [6, 7]. 

One of the outcomes of a focus on more dimensional diagnostic approaches 
is an increased appreciation of potential implications of a given symptom. 
For example, the prognostic impact of psychotic symptoms or treatment 
management considerations when depression symptoms are observed 
during mania have been considered [8-10]. One of the implications would 
also be a redefined approach to the concept of mood stabilizer. While it is 
recognized that mania and depression each have many components unre- 
lated to mood, the principal focus for mood stabilizers continues to be anti- 
manic vs. antidepressant. But as we move both into greater exploration of 
dimensional approaches, as well as greater knowledge of the physiological 
basis of different aspects of BD, older concepts of mood stabilizers will be less 
useful or interesting. Indeed, already in use is the type of definition suggested 
by Bowden which utilizes the practical use definition of a medication. 

As reviewed by Bowden, the newer atypical antipsychotics clearly have a 
role in the treatment of patients with BD. This class of medications has been 
clinically beneficial and important for patients. Virtually all treatment and 
consensus guidelines suggest use of atypical antipsychotics on line 1 or 2. In 
most settings, clozapine, the first of the atypical antipsychotics, is not 
considered a first-line treatment. However, despite continued new drug 
development, clozapine remains an important second-line agent for patients 
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with treatment-resistant forms of the illness [11-13]. Efficacy for clozapine 
has been demonstrated in one open acute mania study and for open main- 
tenance treatment in two studies (one with a randomized comparison 
group) and numerous clinical case series [12, 14-16]. Additionally, in 
smaller case series clozapine has been helpful for patients with rapid cycling 
and was clinically effective regardless of the presence or history of psychotic 
symptoms [16, 17]. 

Little has been published on more specific applications of clozapine as 
attention has shifted to newer medications. However, clinical observations 
with clozapine include a more rapid response in patients with more mood 
lability and the possible combination use of antidepressants where previ- 
ously mood switches were observed. One of the paradoxes of clozapine is 
that for patients in need of this medication, and who respond well to it, there 
is often a willingness to tolerate significant side effects because symptoms of 
their illness and ability to concentrate and function are so markedly im- 
proved. As further evaluation of newer drugs continues and new medica- 
tions emerge, it is to be hoped additional medications with such robust 
effects will emerge with fewer side effects. 

One area in which we can anticipate informative controlled trials is in the 
use of combination medications and appropriate maintenance treatments. 
With multiple approaches to managing acute mania, juxtaposed to the 
limitations of any one medication in long-term use, and increased appreci- 
ation of the limited research on managing depression, emphasis in National 
Institute of Mental Health (NIMH)-funded studies and within industry is 
moving to address these issues. 

The need to provide treatment guidelines in the absence of controlled 
studies is reflected in the increasing dissemination of treatment algorithms, 
pathways, or guidelines—in the NIMH Systematic Treatment Enhancement 
Program for Bipolar Disorder (STEP-BD) [18, 19] targeting 5000 patients, 
and in public mental health systems across numerous states following the 
Texas Medication Algorithm Project (TMAP) [20] results and the Expert 
Consensus Guidelines [21]. Developers of these efforts are the first to 
agree that too few data exist addressing each set of recommendations. 
These efforts rely on clinical consensus and the importance of continued 
efforts in research addressing best practices cannot be overemphasized. 
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3.17 
Perspectives on the Pharmacological Treatment of Bipolar Disorder 


Jair C. Soares’ 


The chapter by Charles Bowden provides a very comprehensive and up- 
dated overview of currently available evidence on pharmacological treat- 
ments of bipolar disorder. In my commentary, I would like to touch on a few 
points that I feel are particularly relevant, with emphasis on specific areas of 
need and priorities for future development. 


Treatment of refractory mania. For the pharmacological management of treat- 
ment-refractory mania, we often have to resort to combination strategies with 
two mood stabilizers, or combination regimens that would include antipsy- 
chotic agents, or other agents currently in investigation for the treatment of 
bipolar disorder [1]. Few controlled studies have directly compared the vari- 
ous alternatives that are commonly utilized in these clinical situations [2]. 
Among other agents, calcium channel blockers have been examined, but 
there is very limited evidence in support of their efficacy, although some 
potentially promising agents in this group have not yet been adequately tested 
in double-blind studies [3]. However, with the advent of atypical antipsycho- 
tic agents, and their proven efficacy in the treatment of mania [4], either as 
monotherapies or, most commonly, in combination with mood stabilizers, 
there is considerable promise for the development of more efficacious strat- 
egies for management of refractory mania. Nonetheless, there is still a sub- 
stantial need for further examination of these agents in the context of properly 
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controlled studies in refractory manic patients [1]. Moreover, prior history of 
non-response to either lithium or valproate does not seem to affect the likeli- 
hood that such patients will respond to atypical antipsychotic agents. 


Bipolar depression. Recent studies have provided an improved understand- 
ing of how challenging the treatment of bipolar depression generally is [5]. 
Longitudinal studies that have looked at functional recovery suggest that 
the majority of the impairment resulting from the illness relates to the 
depressive phase, which often has long-lasting residual symptoms, and 
those are often impairing and difficult to treat [5]. Recent developments 
with the anticonvulsant lamotrigine indicate good efficacy in the treatment 
of this phase of the illness [6]. Lithium is known to have modest antidepres- 
sant effects, and valproate and carbamazepine appear to have such effects 
even to a lesser extent [7]. For this reason, even though maximizing the 
benefits from ongoing therapy with mood stabilizers is generally the most 
appropriate initial step in the management of bipolar depression, the intro- 
duction of antidepressant agents, most commonly as adjunctive treatments, 
is often required. Another interesting possibility that deserves further in- 
vestigation is the suggestion that atypical antipsychotics have antidepres- 
sant properties, and could eventually be useful in the management of 
depressive symptoms in bipolar disorder [8]. However, the evidence avail- 
able to this date is anecdotal, and controlled studies with these agents in 
bipolar depression are still not available. Despite evidence that some spe- 
cific antidepressant agents may induce mania to a lesser extent [9], further 
investigation that would systematically characterize the comparative risk 
with the various medications currently available is still needed. For this 
reason, strategies that will include mood-stabilizing agents that seem to 
have more pronounced antidepressant properties, e.g. lamotrigine, could 
be particularly helpful for the management of bipolar depression. 


Rapid cyclers. This particular patient subgroup, as we all know, is generally 
the most difficult to treat among bipolar patients. For this reason, it is a 
subgroup of special relevance for potential new drug development [1]. 
Some of the newer treatments seem to benefit these patients to a larger 
extent than more traditional ones [10], but still, this is a group of patients 
where polypharmacy is often necessary, with results that are often disap- 
pointing. As it currently stands, combination of mood stabilizers that would 
include some of the newer agents, e.g. valproate or lamotrigine, may often 
be the most appropriate treatment, even though controlled studies that 
would specifically examine this question are still needed. 


Future drug development. Clearly, despite recent progress in this area, bipolar 
disorder is still an illness for which further drug development that will 
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result in improved treatments is highly needed. In particular, medications 
that would work faster, with fewer side effects, and that would be more 
effective for the most challenging subgroups, e.g. rapid cyclers, refractory 
mania, refractory depression, mixed states, and patients with other comor- 
bid psychiatric illnesses, would certainly be very important new develop- 
ments. Because comorbidity with substance abuse and axis II disorders is 
commonly found in this patient population, it is important that new treat- 
ments also be examined in the context of their efficacy for these specific 
comorbid conditions, and treatments that would also be beneficial in these 
difficult cases would be specially helpful. It is very gratifying to see the 
increased interest in this area, which brings hope that improved treatment 
modalities will become available in the next few years. 


Towards a pathophysiology. The pathophysiological mechanisms underlying 
this severe mental illness are still largely unknown [11]. With further devel- 
opments in this area of research, it is expected that specific progress in our 
understanding of the pathophysiology of this illness will occur. Specific 
development in clinical neurosciences, with improved tools in genetics, 
brain imaging, cognitive neuropsychology, and neuropharmacology, have 
raised our hopes that a better understanding of causation of this illness will 
be achieved. In particular, the elucidation of the specific mechanisms by 
which an inherited biological vulnerability interacts with specific environ- 
mental and developmental factors to result in such a complex and inher- 
ently fascinating illness is the ultimate goal, which appears increasingly 
likely to be attainable. When these mechanisms are elucidated, more mean- 
ingful diagnostic classifications are likely to be developed, and more specific 
and improved targets for drug development in this field will become avail- 
able. 
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3.18 
Biochemical Changes Elicited by Mood Stabilizers 


Brian E. Leonard! 


It is estimated that the lifetime prevalence of bipolar disorder is 0.6% in the 
United States and similar figures have been quoted for Europe and Austra- 
lasia. It is also known that the risk of acquiring the disorder is increased in 
first-degree relatives of affected individuals. Genetic linkage analyses have 
led to the identification of several regions in the human genome that may 
contain genes conferring susceptibility to the disorder. Nevertheless, spe- 
cific genes that are highly associated with the acquisition of the disease have 
not so far been unequivocally identified [1]. The complex nature of the 
genetics of bipolar disorder might thus be explained by the interaction of 


1 Pharmacology Department, National University of Ireland, Galway, Ireland 


PHARMACOLOGICAL TREATMENT: COMMENTARIES 269 


multiple genes with environmental factors [2]. The link between a genetic 
predisposition to bipolar disorder and specific neurotransmitter malfunc- 
tion has arisen from the analyses of patients carrying associated RNA 
transcripts within the frontal cortex [3]. The RNA transcripts which encode 
the serotonin transporter and components of the NK-kB transcription factor 
complex were shown to be increased in bipolar illness and also in some 
patients with schizophrenia. Such findings could be of relevance to our 
understanding of the mechanisms whereby mood-stabilizing drugs act. 

Despite the many advantages of the recently introduced mood stabilizers, 
such as valproate and carbamazepine, with regard to their reduced side- 
effect profile, lithium still remains the most widely used drug in this 
category, because of its proven efficacy [4]. Thus, after over 30 years of use 
in North America, and even longer in Europe, it continues to be the mainstay 
of treatment for bipolar disorder, both for the treatment of the acute manic 
phase and for the prophylactic treatment of the disorder [4]. In addition to its 
ability to reduce the intensity and frequency of episodes of the illness, lithium 
has also been shown to reduce the excessive mortality that commonly occurs 
in patients with bipolar disorder [5]. This may be of relevance to the observed 
effect of lithium and some other mood stabilizers on aspects of the immune 
system which are grossly disturbed in bipolar disorder [6]. 

Despite the importance of lithium in the treatment of bipolar disorder, the 
cellular and molecular basis for its therapeutic effects remains uncertain. 
There have been innumerable studies of the effects of lithium in animals and 
in vitro systems, but the relevance in these studies to the pharmacological 
activity of the drug in man remains an enigma. As with most drugs used in 
psychiatric practice, lithium usually requires several weeks of treatment 
before it achieves optimum therapeutic efficacy. This precludes any simple 
mechanistic interpretation based on its acute biochemical effects. Indeed, it 
can be argued that the probable explanation for the mechanisms of action of 
all mood stabilizers is related to their effects on numerous biochemical 
pathways involved in the regulation of mood rather than on one or more 
specific neurotransmitter processes. For this reason, much recent research 
has focused on the second messenger systems and gene expression which 
occur distal to the changes in post-synaptic receptor function [7]. 

The mechanisms whereby the various neurotransmitters can be modu- 
lated by mood stabilizers to cause secondary changes in the signalling 
systems may be summarized as follows. Following the activation of the 
neuronal membrane bound receptor by the appropriate neurotransmitter, 
the intramembrane G protein, which links the receptor to the second mes- 
senger systems, is activated and stimulates phospholipase C located within 
the neuron. This stimulates a cascade of changes involving the synthesis of 
inositol trisphosphate (IP3) and diacylglycerol (DAG). IP3 then stimulates 
the mobilization of calcium ions, which together with DAG activates protein 
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kinase C (PKC). Within the neuron there is a constant cycling of inositol 
phosphates and DAG. The concentration of myo-inositol in the neuron is 
critical for the efficiency of the second signalling system, as it acts as the 
precursor of the phosphoinositides. At therapeutically relevant concentra- 
tions, lithium has been shown to interfere with the inositol cycle by inhibit- 
ing inositol monophosphatase and inositol polyphosphate 1-phosphatase, 
key enzymes involved in the recycling of inositol and inositol polyphos- 
phates [8-10]. However, despite the attractive nature of this hypothesis, it is 
uncertain whether lithium treatment results in a reduction in the synthesis 
of intermediates in the phosphoinositide cycle which are the substrates for 
agonist-induced phosphatidyl inositide turnover [11]. Furthermore, there is 
no evidence, despite the clinical observation that lithium reduces the con- 
centration of myo-inositol in the brains of patients with bipolar disorder, 
that this action is associated with the therapeutic response to treatment [11]. 

The PKC pathway has also been the subject of recent investigation, as it is 
known to play a vital role in regulating pre- and post-synaptic neurotrans- 
mission [12]. Quantitative autoradiography has demonstrated that chronic 
lithium administration results in a significant decrease in membrane associ- 
ated PKC in the hippocampus, and also in myrisolated alanine rich C kinase 
substrate (MARCKS) protein, both of which have been implicated in regu- 
lating long-term neuroplasticity [13]. The precise clinical relevance of these 
changes is uncertain, but it is known that PKC isozymes are involved in the 
regulation of neuronal excitability and neurotransmitter release. As valpro- 
ate produces similar effects to lithium [14], it can be hypothesized that mood 
stabilizing drugs ultimately produce similar subcellular changes, which may 
be relevant to their therapeutic actions. However, the precise sites of action 
of these drugs on the PKC pathway may differ, which may be reflected in 
the clinical observation that some patients show a preferential response to 
one mood stabilizer over another. If so, it may be possible to develop a new 
generation of mood stabilizers based on their ability to selectively inhibit 
PKC isozymes. In this respect, it is of interest to note that the anti-oestrogen 
tamoxifen acts as a potent PKC inhibitor and that preliminary studies show 
that it has antimanic properties [15]. 

The reason for the lag period in the therapeutic response and the slow 
reversal of the therapeutic response when a mood stabilizer is abruptly 
stopped has been the subject of much speculation. Despite the diverse 
nature of mood stabilizers now available, there is no evidence that any of 
them acts more rapidly than lithium. However, at least a consensus appears 
to be emerging that the prolonged administration of such drugs is necessary 
for facilitating changes in gene expression. In this regard, the effects of 
lithium and valproate on the DNA binding activity of some important 
transcription factors (in particular the activator protein-1 transcription 
factor family (AP-1)) have been studied. The AP-1 transcription factor is 
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known to activate gene transcription in response to PKC activators, growth 
factors and cytokines, while the genes known to be regulated by the AP-1 
family of transcription factors in the brain include those regulating neuropep- 
tides, neurotrophins, neurotransmitter receptors and the enzymes involved in 
the synthesis of neurotransmitters [16]. Experimental studies have shown that 
both lithium and valproate, at therapeutically relevant concentrations, in- 
crease the activity of AP-1 transcription factors in rat brain ex vivo [17]. In 
addition, in vivo studies have shown that chronically administered lithium 
increases the synthesis of tyroxine hydroxylase, the rate-limiting step in the 
synthesis of the catecholamines, in the frontal cortex, hippocampus and stria- 
tum [18]. Thus, it may be hypothesized that, following their chronic adminis- 
tration, mood stabilizers, by increasing the expression of nuclear transcription 
regulating factors, change the plasticity of critical neuronal circuits, changes 
which underlie the clinical response to treatment. By their very nature, such 
changes can only occur following prolonged treatment. 

Regulation of signal transduction and gene expression within critical 
regions of the brain can have profound effects on the biochemical events 
triggered by a range of different transmitters. In the future, it is possible that 
drugs may be developed that target specific signalling systems (for example, 
the PKC isozymes) and either directly or indirectly increase the expression 
of neurotrophic factors. 

In conclusion, Bowden’s review usefully summarizes the present situ- 
ation regarding the therapeutic strategies available to treat bipolar illness. 
However, appraisal of the possible mechanisms whereby the conventional 
therapeutic agents are thought to act now opens the possibility for develop- 
ing novel drugs which directly target secondary and tertiary signalling 
systems. By their neuroprotective and neurotrophic actions, such drugs 
may assist in the remodelling of the neuronal structure of the brain and in 
this way improve the efficacy of treatment. 
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3.19 
Status and Directions in Drug Treatment of Bipolar Disorder 


Michael Berk! and Gin S. Malhi? 


The review of the pharmacological treatment of bipolar disorder by Bowden 
is an excellent and sober account of an important topic with increasing 
clinical relevance. Reviews of this kind are of particular gravity in bipolar 
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disorder, for a number of important reasons. Firstly, the pool of available 
high quality, well-designed (randomized and controlled) trials using suffi- 
ciently large numbers of subjects is vanishingly small for a condition of such 
prevalence and impact that it ranks in the top 10 of the WHO global disability 
list. Secondly, it is a condition without a cure whose outcome is frequently 
sub-optimal. It is thus essential that the most judicious reviews of the avail- 
able data be allowed to assist in the development of therapeutic guidelines. 

The point raised in the first section regarding the concept of mood 
stabilization is a critical one. The review highlights the lack of clear consen- 
sus regarding the meaning of the term, which differs among interest groups. 
It is correct that most clinicians regard mood stabilization as a function of 
preventing cycling and hence maintenance therapy. There are, however, 
vested interests, particularly in industry, that are keen to embrace the cachet 
of mood stabilization for agents that have demonstrable efficacy in only one 
phase of the illness. Thus Bowden’s insistence on efficacy in maintenance is 
supported and should be commended. 

A substantial limitation of the field is the absence of a coherent theory of 
the pathophysiology of this disorder. This is reflected in the array of candi- 
date agents for this disorder with few common pharmacological properties 
and a wide diversity of mechanisms of action. For instance, with the excep- 
tion of the serendipitous discovery of lithium, all agents currently in use in 
the management of bipolar disorder are “borrowed” from other indications. 
Greater insight into the pathophysiology of this disorder is therefore essen- 
tial in order to facilitate rational drug development for the future. 

A related issue is the assumption that antidepressants trialled in unipolar 
disorder would necessarily have an equivalent role in the treatment of 
bipolar depression. Bowden highlights this folly and emphasizes the neces- 
sity for antidepressant trials in bipolar depression. This need is doubly 
pressing as the bulk of the morbidity in bipolar disorder is in the depressive 
phase of the illness. 

Methodological issues have conspired to reduce lithium’s perceived bene- 
fit. The review appropriately emphasizes the difficulty of discontinuation 
designs, as well as the impact of other agents, including antidepressants and 
typical neuroleptics, on the course of the illness. It may be useful, albeit 
practically difficult, to attempt to study first-episode patients where these 
issues, as well as the confound of enrolling lithium-refractory patients, 
could be reduced. 

This review correctly emphasizes the propensity of antidepressants to 
“roughen mood” and increase cycle frequency. However, disproportionate 
attention is given to switching “up” (above euthymia), whereas switching 
“down” (below euthymia) may also be a consequence of antidepressant 
therapy. A possible hypothesis is that antidepressant “poop out” may 
represent antidepressant induced cycling, particularly if the offset of 
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antidepressant efficacy is abrupt. This is less likely in bipolar I disorder, 
where the diagnosis is more clear-cut, but may be of particular salience in 
bipolar II disorder, where a prior episode of mild mania may have been 
forgotten or overlooked or a bipolar family history is not sufficiently 
weighed, leading to antidepressant monotherapy in a “pseudo-unipolar” 
population. 

Bipolar II disorder is a condition that is not only more common than 
bipolar I disorder but is associated with comparable morbidity and mortal- 
ity. Given that there are only a handful of treatment trials in this disorder, it 
is one of the most neglected conditions in contemporary psychiatry. Given 
this paucity of trials and the consequent absence of credible treatment 
guidelines, treatment in these patients is inconsistent with the application 
of both unipolar and/or bipolar I protocols. Clearly, it is unlikely that such 
an approach will do justice to this group. Interestingly, intriguing new data 
is emerging that suggests treatment response in bipolar II may differ from 
bipolar I disorder. A post-hoc analysis of data from a recent trial of lamo- 
trigine in rapid cycling patients showed specific advantage in bipolar II 
patients. The necessity for prospective data in this population is pressing. 
Indeed, there is an urgent need for much further research on all aspects of 
bipolar disorder. However, we should proceed with caution incorporating 
the lessons we have learnt, as this review has been at pains to point out, and 
only do research that is methodologically sound. In essence, it is critical that 
we remain critical if we are to advance our understanding of this complex 
disorder. 


REFERENCES 


1. Kessler R.C., McGonagle K.A., Zhao S., Nelson C.B., Hughes M., Eshleman S., 
Wittchen H.U., Kendler K.S. (1994) Lifetime and 12 month prevalence of DSM- 
ILR psychiatric disorders in the United States. Results from the national comor- 
bidity study. Arch. Gen. Psychiatry, 51: 8-19. 

2. Tohen M., Waternaux C.M., Tsuang M.T. (1990) Outcome in mania. A 4-year 
prospective follow-up of 75 patients utilizing survival analysis. Arch. Gen. Psy- 
chiatry, 47: 1106-1111. 

3. Keck P.E., Jr., McElroy S.L., Strakowski S.M., West S.A., Sax K.W., Hawkins J.M., 
Bourne M.L., Haggard P. (1998) 12-month outcome of patients with bipolar 
disorder following hospitalization for a manic or mixed episode. Am. J. Psy- 
chiatry, 155: 646-652. 

4. Calabrese J.R., Suppes T., Bowden C.L., Sachs G.S., Swann A.C., McElroy S.L., 
Kusumakar V., Ascher J.A., Earl N.L., Greene P.L. et al (2000) A double-blind, 
placebo-controlled, prophylaxis study of lamotrigine in rapid-cycling bipolar 
disorder. J. Clin. Psychiatry, 61: 841-850. 


PHARMACOLOGICAL TREATMENT: COMMENTARIES 275 


3.20 
Bipolar Disorder: A New Field for Rational Polypharmacy 


Siegfried Kasper’ 


The review provided by Charles Bowden, one of the world’s leading experts 
in the field, is timely and concisely written and summarizes current evidence 
concerning mood stabilizers as well as antipsychotic medications available 
for treatment of different states of bipolar disorder. Furthermore, the role of 
antidepressants in both acute and long-term treatment is critically reviewed. 

Whereas psychopathologically oriented psychiatrists carefully describe 
different forms of bipolar disorder, there was a lack of such a description 
with regard to pharmacotherapy in the past 30 years. One of the main reasons 
was that only lithium and high-potency or low-potency typical neuroleptics 
were used for treatment of bipolar disorder. However, with the introduction 
of new atypical antipsychotics as well as second- and third-generation mood 
stabilizers, the situation changed and doctors now have different pharma- 
cotherapeutic options for treatment of pure mania, mixed states and psy- 
chotic mania/ depression. Concerning the long-term approach, the prevention 
of depression, the prevention of mania and the treatment of rapid, ultra-rapid 
and ultradian cyclers are addressed on a different level of evidence. Whereas 
randomized controlled trials are available for a few of those clinical situations, 
a number of level B and C evidence reports are available for most of them. 

Based on the available studies and clinical observations, it is evident that 
the treatment of mania, depression and mixed states, as well as the preven- 
tion of these states, is not possible to achieve with only one medication with 
a single mechanism of action, e.g. influencing a specific neurotransmitter 
system. Contrary to this, a medication or a group of medications with a 
multi-pronged mechanism of action needs to be considered. 

There seems to be a transatlantic gap concerning the treatment of bipolar 
depression between colleagues from North America and Europe. Whereas 
European psychiatrists tend to use antidepressants more frequently in the 
depressive state and to continue this medication on a long-term basis, North 
American colleagues favour the use of mood stabilizers over the latter 
practice. One of the reasons that might explain this difference is that opinion 
leaders from North America primarily base their sound clinical knowledge 
on patient samples largely consisting of rapid, ultrarapid and ultradian 
cyclers. In these patients it is evident that antidepressants are able to pro- 
voke mania and mixed states. Nevertheless, European psychiatrists are well 
advised to look carefully to their everyday practice when prescribing anti- 
depressant medication to their patients. If there is a sign of drug-induced 
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hypomania, mania or mixed states, future treatment with this regimen 
should be avoided. 

Unfortunately patients with mania are treated quite often with typical 
neuroleptics, e.g. haloperidol. Randomized controlled trials have clearly 
indicated that atypical antipsychotics are significantly better for treating 
affective symptoms, cognitive symptoms, aggression and hostility in schizo- 
phrenia as well as bipolar disorder. The different clinical response between 
these medications can be explained by their different activity on specific 
pathways (e.g., atypical antipsychotics act more selectively on the mesolinbic 
system as well as on pathways connecting the brain stem with the prefrontal 
cortex), as well by their different pharmacodynamic properties (e.g. blocking 
of serotonin 5-HT2A receptor by atypical antipsychotics). Furthermore, novel 
antipsychotics have a better side-effect profile, e.g. they are less likely to 
induce initial extrapyramidal symptoms (EPS) and therefore are also at 
significantly lower risk to induce tardive dyskinesia (TD). This is particularly 
important since patients with bipolar disorder have a higher risk of develop- 
ing EPS and TD. Whereas in the 1970s only clozapine was available as an 
atypical antipsychotic, we now have several compounds belonging to this 
category and therefore the everyday practice should be reconsidered with the 
aim of a more acceptable side-effect profile for our patients, in addition to the 
individually tailored efficacy in bipolar disorder. 

The development of mood stabilizers, starting with lithium (first- 
generation mood stabilizer) and thereafter carbamazepine and valproic acid 
(second-generation mood stabilizers) towards lamotrigine, topiramate, 
gabapentin (third-generation mood stabilizers) also enriched our thera- 
peutic armamentarium. Like neuroleptics/antipsychotics, these medica- 
tions are different in their mechanism of action and clinical applicability. 
Lithium seems to work better in patients at an early stage of illness and has 
the disadvantage, if stopped, that patients may fall back to an even worse 
clinical situation than before. Furthermore, patients may not respond to 
lithium if this medication is stopped by themselves or by the doctor and 
then resumed. Valproic acid and carbamazepine are widely used, however 
with a geographical difference: valproic acid more in the USA and carba- 
mazepine more in Europe. Valproic acid has specifically shown to be effect- 
ive in mixed states and rapid-cycling bipolar illness. Third-generation 
anticonvulsants like lamotrigine and topiramate are now under investiga- 
tion; they not only offer a better side-effect profile but also a more specific 
mechanism of action including newly discovered neuroprotective factors 
that have also been shown for lithium. 

The next 10 years of psychopharmacological research will bring new 
achievements for better understanding of the diagnosis and treatment of 
bipolar patients. Bowden’s review is a valuable step for rationalized medi- 
cation that for bipolar disorder is very likely to be a rational polypharmacy. 
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3.21 
Whatever Happened to the Calcium Channel Blockers? 


Shirley A. Walton! 


There have been many publications over the last 20 years regarding the role 
of calcium channel blockers (CCBs) in mood disorders and particularly in 
mania. However, in a recent review of treatment guidelines for bipolar 
disorder, they are mentioned in just one out of five guidelines and even 
then are listed only as late options for euphoric or mixed mania [1]. Charles 
Bowden’s practical review does not mention them at all. What explains the 
slide into obscurity of these once promising agents? 

To answer this, I would like to venture briefly into the history of the use of 
these drugs in psychiatry. CCBs, including verapamil, nimodipine, nifedi- 
pine, diltiazem and flunarizine, are indicated primarily for the treatment of 
cardiovascular disease. Interest in their role in mood disorders started in the 
early 1980s. Two independent groups of investigators began to examine 
their efficacy at more or less the same time [2]. 

The interest arose from research evidence linking abnormalities in cal- 
cium metabolism to mood disorders. It has long been recorded that dis- 
orders of calcium metabolism are associated with psychiatric symptoms. 
Delirium, anxiety, irritability, psychosis, depression and mania may be 
caused by hypocalcaemia. Hypercalcaemia is commonly associated with 
depression and stupor [3]. 

Intracellular calcium ions play an essential role in the regulation of certain 
physiological processes. These include neural signal propagation and syn- 
thesis and release of several neurotransmitters, including serotonin and 
noradrenaline, which are implicated in the aetiology of mood disorders 
[4, 5]. A role for dysregulated calcium metabolism in bipolar disorder is 
also suggested by studies of peripheral cells. Significant elevations of intra- 
cellular calcium have been found in resting and stimulated platelets or 
lymphocytes of manic or bipolar depressed patients. These changes were 
not found in those of normal controls or unipolar depressed patients, or 
those made euthymic by various medications or electroconvulsive therapy 
[5]. 

Early case reports suggested the efficacy of oral verapamil in mania. This 
led to several further trials. It appeared that there was a great deal of 
potential for an inexpensive, well-tolerated agent, which had been well 
tested in the field of cardiovascular medicine, had few drug—drug inter- 
actions, no need for serum level monitoring and low teratogenicity com- 
pared to existing options. 
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Most information available on the use of these drugs in bipolar disorder is 
for the treatment of mania. Verapamil has been the most studied. Early 
studies reported good antimanic efficacy. These included two open trials, 
five partially controlled studies and two small placebo-controlled trials. 
The more recent, larger, better-controlled trials looking at verapamil in 
acute mania have shown disappointing results and have not supported 
these findings. These include two open trials, two partially controlled stud- 
ies and one placebo-controlled trial [6]. The two largest of the above trials 
showed a significantly superior efficacy of lithium compared to verapamil 
and no difference between verapamil and placebo, respectively [7, 8]. These 
discrepancies could perhaps be explained by certain methodological prob- 
lems of earlier trials. They mostly involved small patient numbers, were of 
short duration and many patients were not seriously ill. Concomitant medi- 
cation (including antipsychotics) was used frequently and often obscured 
the results. 

The data regarding the use of verapamil for maintenance or prophylactic 
therapy are scanty and mainly derive from case studies. This is also true for 
depressive episodes in bipolar disorder, although one large, well-controlled 
and well-designed study showed no difference between verapamil and 
placebo in “depression of various types” [3]. The question of the use of 
verapamil as an add-on drug to augment existing therapy has not been 
satisfactorily addressed. 

Little is known about the role of other CCBs in mood disorders. Nimodi- 
pine has better penetration of the blood-brain barrier than verapamil and 
has been found to be effective in early controlled studies. No controlled 
studies have been published regarding the efficacy of diltiazem, nifedipine 
or flunarizine in bipolar disorder, although there have been open studies 
and case reports [6]. 

The history of the use of verapamil for mania highlights many of the 
problems in bipolar research as discussed by Bowden. It illustrates the 
caution that must be employed when interpreting the results of clinical 
trials with multiple methodological limitations. The problems include the 
often falsely encouraging results observed in open trials and the difficulty of 
enrolling severely ill patients in trials, which restricts sample size. 

Looking back, it is notable that, although there is a long time period 
during which there has been interest in these agents, they have never been 
widely used in clinical practice. Many of the newer anticonvulsants (for 
example, lamotrigine and topiramate) and the newer antipsychotics such as 
olanzapine and risperidone are already being used extensively by my col- 
leagues and myself. This is in spite of the relatively short time period that 
they have been considered as options for bipolar disorder. Why the dispar- 
ity? Certainly, the pharmaceutical companies are not as interested in selling 
older drugs as they are in promoting newer ones and this affects funding for 
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clinical trials. Nonetheless, it is probable that a perceived lack of efficacy has 
been a major factor in determining these prescribing practices. The authors 
of a recent review on calcium channel blockers in psychiatry note that the 
number of reports has been rather small and that the number published 
yearly does not seem to be increasing as one would expect with an effective 
treatment [9]. 

There are strong links between calcium and bipolar disorder, yet existing 
data on the use of verapamil is not compelling. Nevertheless, the CCBs vary 
in terms of their structure and physiological effects [6], and CCBs other than 
verapamil may differ in their psychotropic profile and clinical potential. 
There is little information regarding their use in bipolar disorder and further 
studies into their role may be warranted. Although most of the CCBs are 
safe, tolerable and inexpensive, there is at present no convincing evidence 
for their use either as alternatives or as adjuncts to the existing array of 
medications for bipolar disorder. 
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INTRODUCTION 


As outlined elsewhere in this volume, numerous somatic interventions have 
been documented to be efficacious in the treatment of various phases of 
bipolar disorder. These include pharmacologic agents such as mood stabil- 
izers, antidepressants and antipsychotics, as well as non-pharmacologic 
treatments such as electroconvulsive therapy and bright light. The efficacy 
of such modalities has, not surprisingly, led to a strongly medical-model 
view of treatment for this illness. This is seen perhaps most clearly in some 
of the early descriptions of lithium clinics, which vividly document the 
emergence of medical model treatment from what had previously been a 
predominantly psychotherapeutic approach to the illness. 

However, as we enter the fourth decade of predominantly medically 
based treatment for bipolar disorder, there are several reasons to increase 
attention to psychosocial interventions as adjuncts to medical model treat- 
ment. In doing so, we do not move away from the medical model, but 
actually move in concert with cutting-edge thinking in the management of 
chronic medical illnesses, which includes a key role for psychosocial as well 
as medical treatment (e.g., [1-5]). 

With regard specifically to bipolar disorder, there are five main reasons 
for attention to psychosocial adjunctive treatments. First, despite the sub- 
stantial efficacy of available somatic treatments, nonresponse and break- 
through episodes remain a major problem, with as many as 35-60% 
remaining chronically ill or having poor outcome (e.g., [6-8]). Thus, it is 
reasonable to consider whether other modalities, specifically combining 
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medication with psychotherapy, may improve clinical outcome where pre- 
dominantly medical management alone may not. 

Second, lack of treatment adherence makes delivery of efficacious medi- 
cations difficult. Current evidence indicates that as much as 20-55% of 
patients with bipolar disorder have major lapses in adherence (e.g., [9-12]). 

Third, evidence indicates that both life stressors (e.g., [13, 14]) and social 
support (e.g., [15]) may impact the course of bipolar disorder. Thus, modu- 
lation of these factors, not directly amenable to medication treatment, may 
improve outcome (reviewed in [16]). 

Fourth, social, family, and occupational dysfunction are the rule rather 
than the exception in bipolar disorder (e.g., [7, 17-23]). Functional deficits 
may persist in the absence of major affective episodes [7, 8, 17, 18] and even 
subsyndromal levels of depression appear to be a strong predictor of on- 
going functional deficits [24]. 

Fifth, bipolar disorder is a costly illness, and it is possible that psycho- 
social interventions in addition to medical model treatment may reduce 
costs. The overall societal costs of mental illness are substantial, exceeding 
$148 billion per annum in 1990 dollars, including $67 billion for direct 
treatment costs—about 10% of all direct treatment costs nationally [25]. 
Greenberg et al [26] used the approach of Stoudemire et al. [27] to estimate 
societal costs of affective disorders, including bipolar disorder. They found 
that costs exceeded $43 billion in 1990 dollars, including over $12 billion in 
direct treatment costs, and over $7 billion due to lost productivity from 
premature death and $23 billion from morbidity. Given the above studies on 
functional impairment, this last estimate is certainly an underestimate, as 
“only the limited period of the episode itself was assumed to be of concern 
in calculating morbidity costs” [26]. Wyatt and Hentner [28] estimated that 
the annual societal costs of bipolar disorder alone exceed $45 billion in 1990 
dollars, exceeded only by $64 billion spent on schizophrenia. These costs for 
bipolar disorder include over $7 billion in indirect treatment costs and over 
$38 billion in indirect costs. Of direct treatment costs, $2.4 billion are spent 
on inpatient treatment, $0.3 billion on outpatient treatment, $3.0 billion on 
nursing home and other extended care, and $2.3 billion on the correctional 
system. On the positive side, early data from Riefman and Wyatt [29] 
indicate that treatment innovations can result in societal cost savings. Spe- 
cifically, they estimated that the introduction of lithium reduced societal 
expenditures to 53% of pre-lithium levels. Without adequate treatment, a 
person with bipolar disorder from age 25 can expect to lose 14 years of 
effective major activity (e.g., work, school, family role function) and nine 
years of life [30]. Fifteen percent of persons with bipolar disorder are 
unemployed for at least five consecutive years, and over 25% of those 
under age 65 receive disability payments [31]. Many individuals with bipo- 
lar disorder reside in costly institutional settings. In the book length report 
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of the Epidemiologic Catchment Area Study, Robins and Regier [32] found 
that 42% of institutionalized manics were in prisons while 58% were in 
acute or chronic care hospitals. Improving treatment delivery may allow 
such patients to resume community living. 

In this review, we will consider two broad groups of psychosocial inter- 
ventions: psychotherapy and what the US National Institute of Mental 
Health has called the “context of care” [25]. “Psychotherapy” refers to 
verbal and behavioural interaction between a clinician and a patient (or 
group of patients or patient with support system) in order to relieve 
the patient’s suffering or dysfunction [33]. This review covers a wide 
range of psychotherapies, including several that are highly structured 
and supported by manuals that specify explicitly how the therapy is to 
be implemented, as well as interventions that are more free-form. It is 
important to keep this distinction in mind as one contemplates using a 
particular approach for clinical or research purposes or evaluates study 
data. 

By contexts of care we mean the organization of clinical resources to deliver 
care to patients with bipolar disorder who present for treatment. There are 
multiple determinants of the context of care, including for example available 
clinical resources, legislative constraints and stimuli, insurance, other finan- 
cial concerns, patient resources. In many cases these determinants are fixed 
and only minimally amenable to manipulation by patients or caregivers, e.g., 
reimbursement systems. However, several context of care interventions for 
bipolar disorder have been meticulously described, and a few are being 
subjected to controlled clinical trials. It is therefore important to review 
these contexts of care—psychosocial interventions in their own right—in 
particular with regard to their impact on outcome. 

This review is divided into several subsequent sections. Types of psy- 
chotherapeutic approaches are briefly described. Quantitative studies of 
the various modalities are then reviewed. A series of “how-to” references 
are identified for clinicians and researchers to help them implement 
particular approaches. Context of care interventions are reviewed next, 
including both early, qualitative descriptions of lithium clinics and 
recent state-of-the-art controlled trials. Then common themes across 
psychosocial modalities are identified. Finally, trends in the evidence are 
summarized, and based on these, directions for further research are sug- 
gested. 


RATIONALE FOR PSYCHOTHERAPY INTERVENTIONS 


Several psychotherapeutic approaches to bipolar disorder have been used, 
including (in historical order of development) psychoanalytic, family, 
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interpersonal, cognitive-behavioural, and illness management/psychoedu- 
cational. Rationale for each of these is summarized below. 


Psychoanalysis and Psychodynamic Psychotherapy 


Bipolar disorder attracted the attention of psychoanalysts since the early 
days of that treatment. Perhaps the most comprehensive review of psycho- 
analytic thought on bipolar disorder is summarized by Frieda Fromm- 
Reichmann’s group, which undertook extensive study of several cases in 
an ongoing case supervision seminar [34, 35], and by the more recent work 
of Jackson [36]. The common threads through much of psychoanalytic 
thought about bipolar disorder are the contrast of bipolar disorder with 
schizophrenia, and the conceptualization of mania as an alternate expres- 
sion of the basic conflicts that produce depression under other circum- 
stances. As with much psychoanalytic thought, the emphasis is placed on 
mechanisms related to unconscious conflicts that have their origin in early 
childhood development, the resolution of which will ameliorate present-day 
affective symptoms. 


Family Interventions 


Family treatment was another early focus of psychosocial treatment for 
bipolar disorder (e.g., [37-39]), as it was readily apparent that the illness 
often caused substantial stress in the marriage (an anecdotal impression 
that has been borne out quantitatively in studies of functional outcome, 
as noted above). More recently, quantitative research has also identi- 
fied family interactions as predictor of course in bipolar disorder. In 
particular, levels of “expressed emotion” (EE) in these interactions have 
been shown to be associated with relapse in schizophrenia (e.g., [40]). 
Miklowitz and coworkers have extended these findings, demonstrating 
that high EE predicts relapse after hospitalization for bipolar disorder 
(e.g., [41, 42]). 


Interpersonal Interventions 


Related to intra-family stress as a potential modulator of bipolar disorder, 
several investigators have focused more broadly on interpersonal inter- 
actions in bipolar disorder from one of two perspectives. Frank and co- 
workers (e.g., [43]) have written extensively on interpersonal interactions as 
a key stressor and/or remediating factor in bipolar disorder. Accordingly, 
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they took the approach of adapting Interpersonal Therapy (IPT; [44]) for 
depression to bipolar disorder and adding elements to stabilize the pattern 
or rhythm of social interactions. 

The second interpersonal approach has focused on the potential thera- 
peutic impact of interpersonal group therapy interventions for individuals 
with bipolar disorder. Although some authors have cautioned about the 
negative impact of group interventions on such patients (e.g., [45]), or about 
the negative impact of patients with bipolar disorder on groups (e.g., [46]), 
others have utilized primarily interpersonal here-and-now approaches in 
group format to address interpersonal difficulties (e.g., [47-49]). In addition, 
others have addressed interpersonal issues of stigma and social isolation by 
incorporating interpersonal elements into psychoeducational groups (eg. 
[50, 51]). 


Cognitive-Behavioural Techniques 


Cognitive-behavioural techniques, originally outlined by Beck (e.g., [52]) 
have been elaborated by a number of clinicians and investigators as sum- 
marized below. Principally, the cognitive-behavioural conceptualization 
and treatment of depressive episodes in bipolar disorder is very similar to 
that for unipolar disorder [53-55]. There is less certainty, and few data, 
regarding how to conceptualize mania, although in some respects mania 
may share the same (rather than opposite) negative attributional style 
regarding negative events as is found in depression [56]. Further, since 
it appears that life stressors play a modulatory role in the course of bipolar 
disorder (see above), benefit may derive from helping the individual to 
deal with cognitive distortions that could worsen the impact of such stres- 
sors. Thus the basic cognitive-behavioural approach and techniques of 
addressing dysfunctional attitudes and cognitive schemata in depression 
have been applied to bipolar disorder. Further, as Scott [53] points out, 
educational techniques often draw on cognitive-behaviour therapy’s ‘‘col- 
laborative, educational style, the use of a step-by-step approach and of 
guided discovery”. 


Psychoeducation 


Finally, the need for better education regarding the illness and its treatment 
(often called ‘‘psychoeducation’’ when applied to mental disorders) has 
been evident as long as compliance and stigma have been recognized as 
problems in this illness. These techniques were incorporated into various 
aspects of lithium clinics as early as the 1970s, as described below. In 
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addition, aspects of patient education have been incorporated more or less 
explicitly into most psychotherapeutic modalities (except perhaps the clas- 
sic psychoanalytic). However, recently psychoeducation techniques have 
received growing attention, leading to the development of formal manual- 
based interventions (e.g., [51, 57]). As noted above, much of this attention 
has been stimulated by the increasing recognition of the patient as co- 
manager of his/her illness in both psychiatric (e.g., [58]) and medical (e.g., 
[1-5]) settings. 


AN EVIDENCE-BASED REVIEW OF PSYCHOTHERAPY 
STUDIES 


Evaluating the Literature 


Several techniques have been developed to improve the ability to review 
and summarize scientific literature and draw overall conclusions from often 
divergent types of data. For instance, quantitative techniques such as meta- 
analysis provide numeric conclusions with regard to significance of similar 
interventions in diverse studies (es. [59]). 

More qualitative techniques of “evidence-based medicine” (e.g., [60—62]) 
have been used in reviewing and summarizing treatment interventions in 
medicine and more recently in mental health. Briefly, these techniques 
consist of comprehensively identifying relevant data-based articles, sum- 
marizing their methods and conclusions, and then in a standardized fashion 
rating the scientific quality of the evidence based on the rigour of their 
methodology. 

For instance, the US Agency for Healthcare Research and Quality (AHRQ, 
formerly Agency for Health Care Policy and Research, AHCPR), developed 
guidelines for the identification and treatment of depression in primary care 
using techniques of evidence-based medicine [63]. This basic system was 
adapted by the US Department of Veterans Affairs (VA) for developing 
their treatment guidelines for a wide variety of medical, surgical, and 
psychiatric disorders (e.g., [64]). Similar evidence-rating schemes have 
been used, including to address the quality of evidence for psychotherapy 
for bipolar disorder (e.g., [65, 66]), although the basis of these classification 
systems has not always been made explicit. 

For this review we follow the AHRQ methods as adapted by the VA in 
delineating three main classes of evidence. These are summarized in Table 
4.1. There is no attempt to “weigh” or “integrate” evidence across studies as 
there would be in meta-analysis. Rather, these techniques of evidence-based 
medicine provide a “short-hand” method and a common language to cat- 
egorize studies and facilitate comparison and communication around them. 
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TABLE 4.1 US Agency for Health Care Policy and Research (AHCPR)/ Agency for 
Healthcare Research and Quality (AHRQ) evidence classification system 


Class A: Randomized or other controlled trials 
Examples: Randomized controlled trials of intervention vs. waiting 
list control or no added treatment; other controlled trials with 
treatment assignment independent of subject characteristic, time 
of presentation, etc. 
Class B: Well-designed clinical studies 
Examples: Open studies with a priori design and follow-up period 
of designated endpoint; pre/post mirror-image studies with 
“post” period designed a priori. 
Class C: Case series, case reports, retrospective chart reviews. 
Examples: Prospectively gathered data on a series of patients 
followed in treatment; retrospective chart review after 
implementation of an intervention. 


Review Methodology 


This review sought to locate all studies on psychotherapy for bipolar disorder 
that filled the following criteria: a) published in peer-reviewed journals; b) 
investigated an intervention in a sample of patients with bipolar disorder, or 
reported separately results for bipolar subsamples from a diagnostically 
heterogeneous group; c) specified quantitative outcome variables; d) written 
in English (an unfortunate, but recognized, limitation of the author). 

Literature databases including MedLine, PsychLit and the Cochrane Col- 
laboration were searched. Articles were reviewed by title, abstract, and text 
as relevant. Authors known to be actively working in the field in the US and 
Europe were contacted regarding further work in print or in press. The 
bibliography of each located article was scanned for additional articles. This 
step was repeated iteratively until no further references were found. The 
search was completed by December 2000. 

The results of the literature search are reviewed below and summarized 
in Table 4.2. Studies are categorized as Class A, B, or C. In Table 4.2 
outcomes are categorized as positive (+), negative (—), or equivocal (+ /—) 
based on results reported in each study. A result is reported as (+) if at least 
some parameters in the group of outcome variables were positive (eg. 
improvement of manic but not depressive symptoms; improvement of 
some but not all measures of substance abuse). If no statistical analyses 
are presented (e.g., for Class C and some Class B studies), then the author’s 
qualitative conclusions serve as the basis for the rating. 

In all studies located, psychotherapy interventions were used as adjuncts 
to standard medication management rather than as alternatives to psycho- 
pharmacologic agents. Studies are presented chronologically below. 
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Quantitative Studies of Psychotherapy for Bipolar Disorder 


In the early days of lithium treatment, Benson [67] reported a retrospective 
series of 31 bipolar patients treated in his private practice with individual, 
group, or couples group interventions. Patients were in almost all cases seen 
at least bimonthly and several were seen multiple times per week. He 
followed patients for 3-41 months, and defined treatment “failure” as 
“emotional and/or social deterioration or dropping out of the study”. He 
did not consider symptomatic worsening since he felt that when this oc- 
curred in his series it was associated with drop in lithium level, and symp- 
toms remitted with increase of lithium dose. He reports a failure rate of 14%, 
“markedly lower than lithium prophylaxis alone”, and makes the point that 
psychotherapy should not be neglected in the context of medication treat- 
ment. 

Davenport et al [39] reported on a retrospective analysis of follow-up data 
on a cohort of bipolar patients 2-10 years after discharge from the US 
National Institute of Mental Health (NIMH). Sixty-five patients were 
assigned at discharge to attend a weekly couples group based on geo- 
graphic availability and space in the couples group. Patients living at a 
geographic distance were referred to community care. Patients who lived 
near the NIMH but for whom there was no room in the couples group were 
referred to a lithium maintenance group. The couples group content was not 
well described in their report, but it appears that Davenport et al empha- 
sized optimizing marital interactions plus addressing issues around fear of 
episode recurrence. They assessed outcome with a questionnaire covering 
social, occupational, and clinical function and marital interactions. It 
appears from responses that the couples group patients did better than the 
community care group in terms of social function and family interaction and 
better than the lithium group in terms of family interaction. No note is made 
of differences in occupational function. The couples group suffered no 
marital failures or rehospitalizations, despite recurrence of substantial 
symptoms, while several occurred in each of the other groups. 

Volkmar et al [68] retrospectively summarized experience with an inter- 
personal group based on the approach of Yalom [46]. Twenty patients, 
highly screened for motivation for group therapy, met weekly with two 
therapists in 75-minute sessions. Compared to the two years prior to group, 
hospital days during two years of group decreased from 17 to four weeks on 
average. They also noted that the number of patients fully employed or full- 
time students increased from six to 16. Shakir et al [47] published prelimin- 
ary data on this cohort. It is unclear whether patients had been prescribed 
lithium during the baseline period, although their data indicate that patients 
did better with the combination of lithium plus group treatment than prior 
to the study. 
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Cochran [69] studied an individual cognitive-behavioural intervention of 
six weekly groups aimed at improving compliance. Twenty-eight patients 
newly admitted to an outpatient lithium clinic were randomized to receive 
either the intervention or no added treatment and were assessed post- 
treatment, at three months, and at six months on several indices of medica- 
tion adherence. Immediately post-treatment, intervention patients scored 
better than control patients on some but not all adherence measures. How- 
ever, these differences disappeared by three months. By six months inter- 
vention patients again scored better than control patients on several indices 
of compliance. Additionally, control patients were more likely to have had 
an affective episode precipitated by lithium non-adherence. While interven- 
tion patients did not differ from controls in terms of any form of non- 
adherence, they did have a lower incidence of breaches of treatment that 
were judged to be major. 

Kripke and Robinson [50] summarized retrospectively 10 years of experi- 
ence with a group of 14 outpatients with bipolar disorder treated in a group 
that initially focused on medication issues during lithium treatment. The 
group eventually included psychoeducation around medications and 
impending symptoms, feedback on status from group members, and prob- 
lem solving. They report that hospitalization rates were lower than before 
group and that five improved employment status during treatment. 

Van Gent et al [48] studied an initial 10-session group psychotherapy 
intervention in bipolar patients taking lithium, followed by a five-year 
ongoing maintenance protocol [70]. Their intervention consisted of an eclec- 
tic group led by a social worker and a psychiatrist that met weekly for 90 
minutes over 10-13 sessions. The group combined psychoeducation with 
interpersonal and behavioural interventions. Their pre/post analysis found 
initially that the group reduced “insufficiency in thinking and behaving” 
according to the Hopkins Symptom Check List 90 (SCL-90), and this was 
confirmed in their longer term study, although no other subscale scores 
changed. They also found that, compared to lithium treatment without 
group intervention, admissions per year reduced as did the number of 
lithium discontinuations. 

Clarkin et al [71] conducted a study of Intensive Family Intervention (IFI) 
in a mixed group of inpatients with mood or schizophrenic spectrum 
disorders, including 21 with bipolar disorder, in a randomized controlled 
trial of IFI vs. no added intervention. IFI is an individual family intervention 
that seeks to educate patients and their families about the illness, identify 
and resolve current and future stresses, and minimize stressful family 
interactions characterized by high EE. Patients received at least six sessions 
during their hospital admission. The authors measured symptoms, social 
role function, global function, and family attitudes using blinded ratings at 
six and 18 months. The analysis in this report also included results for 
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patients with major depression. While depressive patients did worse with 
the intervention by 18 months, bipolar patients were better with IFI in terms 
of global ratings, symptoms, social role function, and family attitudes. 
Interestingly, the beneficial effects in bipolar patients were solely due to 
improvement in female patients, while no differences were seen across 
treatments among male bipolar patients. 

Van Gent and Zwart [72] also conducted a randomized controlled trial of 
a psychoeducation group for 39 partners of patients with bipolar vs. no 
added treatment controls. Their intervention consisted of five educational 
sessions covering the disorder, medications, genetics, interpersonal inter- 
actions, and the partner’s own functioning. They found that knowledge 
about several aspects of the illness improved in the intervention group 
compared to controls, although there was no change in measures of inter- 
actions in either partner or patient, no change in patient mood, and no 
change in compliance. 

Peet and Harvey [73] studied a videotape lecture, handout, and home 
visit to convey information regarding lithium to patients attending a lithium 
clinic. Thirty were randomly assigned to the videotape/handout interven- 
tion followed by a home visit to answer questions. Thirty served as waiting- 
list controls and then received the videotape/handout but no home visit. 
Pre-test using standardized questionnaires to measure lithium knowledge 
was followed by post-test six weeks after the intervention. At six weeks the 
intervention group had greater improvement in scores than the waiting list 
control group, and their gains in knowledge were maintained until the end 
of the 24-week study. The waiting-list control group later received the 
videotape/handout intervention (without home visit); their scores then 
significantly improved and remained high and indistinguishable from the 
earlier intervention group. While there were overall improvements in atti- 
tude toward lithium, there were no effects of the intervention. 

Retzer et al [74] report on the impact of family therapy intervention aimed 
at seven aspects of systemic function: flexibility of world/family view 
(“relational reality”), ability to simultaneously consider opposing aspects 
of reality (softening/hardening of relational reality”), tendency toward 
“either/or” thinking (“system logic”), “individuation in the family” 
among all members’ roles, attempts at relational monitoring among family 
members, interview atmosphere during assessment, and degree to which 
the index patient was seen as a “victim” vs. an “agent” (the latter taking 
more responsibility for their own actions). Bipolar patients received a mean 
of six sessions (range 1-14) over a mean of 14 months (range 0-35). The 
authors retrospectively reviewed records of 20 patients with bipolar dis- 
order as well as 10 with schizoaffective disorder, and supplemented where 
possible with follow-up interviews a mean of three years post-therapy. 
Their quantitative analyses focused on rehospitalization rates compared 
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pre- vs. post-therapy and they found significant improvements in both 
groups. Qualitatively they also investigated changes in the above seven 
dimensions across high- and low-relapse groups. They found that move- 
ment away from “either/or” toward “‘both-and” logic was characteristic of 
both groups. However, the low-relapse group was distinguished by more 
movement away from seeing the patient as “victim” and more as “agent”. 
Description of medication prescription indicated that patients had a ten- 
dency to receive fewer medications after family therapy. It is impossible in 
such uncontrolled studies to determine whether the view of the patient less 
as “victim” and more as “agent” was due to actual clinical improvement 
(i.e., in reality being less of a victim of the illness and more able to take 
responsibility), or due to a change in willingness to take responsibility 
leading to or supporting clinical improvement, or both. 

Cerbone et al [75] conducted an open trial of open-ended group treatment 
emphasizing ““here-and-now”’ techniques focusing on “counselling, educa- 
tion, and support”. They reviewed charts for one year prior to group and 
one year during group treatment and extracted scores for rating affective 
episodes and measuring social and interpersonal adjustment. Although 
ratings were not blinded, they included extraneous chart notes to reduce 
bias. Compared to the baseline year, patients had shorter or less severe 
affective episodes during group, shorter hospital stays among those admit- 
ted, and higher social and interpersonal adjustment scores. There were no 
differences in medication adherence or need for neuroleptics. 

Palmer and Williams [76] conducted an open trial feasibility study of 
cognitive-behavioural techniques adapted for group treatment of bipolar 
disorder, entering six and studying four patients over nine months. Their 
closed-group intervention consisted of seventeen 90-minute weekly sessions 
and six monthly follow-up sessions. The intervention focuses on psycho- 
education and development of an “action plan’’—i.e., a patient-specific 
cognitive-behavioural plan for illness management. Results of this pilot 
study indicated that the treatment package was effective for at least some 
participants, with 2-3 participants improving on several clinical and/or 
functional measures. 

Honig et al [77] investigated the impact of a multi-couple psychoeduca- 
tional group in patients with bipolar disorder, with a particular focus on its 
impact on EE. Their intervention consisted of six 2-hour sessions with the 
patient and one or more significant other given biweekly. They conducted a 
controlled trial investigating 29 couples in the intervention group and 23 on 
a waiting list, although it is not clear whether the couples were assigned 
randomly or through some other method (e.g., a post-hoc control group). 
They investigated EE and symptom status at baseline and then report on EE, 
but do not mention symptom status, at 12-week follow-up. They found 
more changes from high EE to low EE in the intervention than the control 
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group. However, they also found that EE was relatively stable over the 
course of the study, with more than 75% of ratings unchanged. Consistent 
with the hypothesis that high EE is associated with worse course in bipolar 
disorder, they found that those with consistently low EE during the study, 
compared to those with consistently high EE, had had fewer admissions 
prior to the study. 

Hlastala et al [78] reported initial results with an eclectic intervention 
developed by Frank et al [43]. Their multi-modal manual-based intervention 
aimed at minimizing the impact of interpersonal and chronobiological 
stressors on the course of bipolar disorder. Some data indicate that psycho- 
social stressors can be associated with affective relapse in established bipo- 
lar disorder (reviewed in [14]). Additional theoretical [79] and empirical 
(e.g., [80-82]) work indicate that chronobiologic factors may play a role in 
the course of bipolar disorder. Thus this group’s manual-based intervention 
employs techniques that analyse and stabilize the daily routine of patients 
with bipolar disorder (Social Rhythms Therapy, SRT), while directly ad- 
dressing interpersonal stressors using Interpersonal Therapy (IPT), which 
had been shown to be efficacious in treating and preventing episodes in 
major depressive disorder (e.g., [83]). The weekly, IPSRT intervention con- 
sists of four phases. An Initial Phase of weekly sessions lasting several 
weeks to months focuses on assessment of illness and social rhythms, and 
on psychoeducation. A several-month Intermediate Phase then includes 
weekly sessions that focus on developing SRT- and IPT-based strategies to 
deal with stressors. A Preventive Phase of monthly sessions continues for at 
least two years, and a Termination Phase concludes treatment with 4-6 
monthly sessions. An initial report on a randomized controlled trial of 
IPSRT vs. no added intervention on 42 subjects [78] found that there was 
no effect of treatment compared to control. However, it indicated that manic 
patients were likely to reach remission more quickly than depressed or 
cycling subjects, who were similar in time to remission. 

Clarkin et al [84] conducted a randomized controlled trial of a 25-session 
psychoeducational intervention for patients and their spouses vs. no added 
treatment in a sample of 33 in- or outpatients. Treatments were given weekly 
or biweekly to individual couples by experienced social workers using a 
formalized manual. Clinical outcome, functional outcome, and medication 
adherence were measured at baseline and after 11 months. Symptom ratings 
did not change over time between the groups, while functional outcome 
showed significant improvement for the sample treated with the group 
intervention. Adherence levels were high in both groups, but were rated 
higher in the sample treated with the group intervention. 

Our group [85] conducted an open trial of the Life Goals Program, a two- 
phase manual-based [51] group program. Phase 1 contains five weekly 
highly structured psychoeducational sessions focused on identifying patient 
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illness patterns and developing an “action plan” for response to symptoms. 
Phase 2 focuses on attainment of functional goals (e.g., social or occupa- 
tional tasks); it is weekly and open-ended, with patients identifying and 
working toward specific goals until attainment, and then repeating the 
process for additional goals. The approach to Phase 2 is eclectic, utilizing 
mainly cognitive-behavioural tools with interpersonal group elements to 
support, destigmatization, and problem-solving assistance. We found that 
the programme could be effectively taught to therapists (n = 4) across two 
sites with good adherence to the manual. Patients (n = 29) significantly 
increased their knowledge base in Phase 1, and 69% successfully completed 
Phase 1. During a mean treatment time of 18 months in Phase 2, 70% 
reached their first self-identified goal and did so by a mean of seven months 
(range 2-17 months). Clinical symptoms were not measured. 

A follow-up analysis of IPSRT [86] investigated time to relapse in 82 
remitted subjects who entered the Preventive Phase. They found no differ- 
ence in recurrence rate with IPSRT over one year of follow-up. Interestingly, 
however, they found that subjects who changed treatment between the Initial 
and Preventive Phases (either IPSRT to control or vice versa) did worse in a 
number of analyses than those who remained either in IPSRT or the control 
condition. Of further interest is that these findings are true both for relapses 
close to the time of potential change and for relapses more than 12 weeks after 
the time of potential change, and that only the treatment modality and not the 
therapist changed. The authors also reported that changing therapist due to 
job change or maternity leave did not appear to be associated with relapse. 
They hypothesize that changing from any treatment that worked (by defin- 
ition the patients in the Preventive Phase had remitted) is a stress that can 
negatively impact the course of their illness. 

Perry et al [87] conducted a randomized controlled trial of a psychoeduca- 
tion programme vs. no added intervention in a group of 69 outpatients with 
bipolar disorder. Their intervention consists of two stages: training the 
patient to identify prodromal symptoms of an affective episode and de- 
veloping an action plan for response. The intervention was given individu- 
ally by a psychologist and a median of nine sessions was delivered (range 
0-12). They assessed symptomatic relapses and social function at three, six, 
and 18 months. Time to manic relapse and overall days manic, but not time 
to depressive relapse or overall days depressed, was significantly better in 
the experimental group. The experimental group also had better social and 
occupational function at 18 months, but not earlier. 

Zaretsky et al [88] applied the cognitive-behavioural techniques outlined 
in the manual by Basco and Rush [55] in an open trial of 11 bipolar patients 
currently depressed. They delivered 20 weekly individual sessions and 
tracked symptom levels and dysfunctional attitudes. Three of the 11 dropped 
out and their data were deleted from the analysis rather than using the more 
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typical last-value-carried-forward method. They report significant reduc- 
tions compared to baseline in several measures of depression and automatic 
thoughts, but not in dysfunctional attitudes. In a case-control post-hoc 
comparison, a sample of unipolar depressed patients showed both symp- 
tomatic and attitudinal improvement compared to baseline. 

Lam et al [57] implemented a randomized controlled trial of cognitive 
therapy adapted for bipolar disorder in 25 outpatients who received either 
the intervention or no added treatment. Their manual-based intervention 
consisted of 12-20 individual sessions over six months focusing on standard 
cognitive approaches plus psychoeducation specifically about bipolar dis- 
order, behavioural skills to cope with prodromal symptoms, and coping 
with functional sequelae of the illness. They found that, compared to the 
control group, those treated with cognitive therapy had fewer total and 
hypomanic episodes without difference in depressive episodes, and higher 
social function. The intervention group also showed better scores at coping 
with prodromal manic symptoms at six and 12 months and with prodromal 
depressive symptoms by 12 months. 

Miklowitz et al [89] report a randomized controlled trial of Family- 
Focused Therapy (FFT) vs. no additional treatment in 101 bipolar in- or 
outpatients. FFT is manual-based and consists of three modules of one-hour 
family or couples sessions given weekly to monthly in the patient’s home 
over nine months, and is an outgrowth of Behavioral Family Management 
developed by Miklowitz and Goldstein [90]. The first module consists of 
psychoeducation about the disorder, including identification and manage- 
ment of prodromal symptoms and development of a management plan. The 
second module focuses on improving intrafamilial communication to 
reduce stress. The third module focuses on continued problem solving 
during ongoing treatment. They found that over one year FFT patients 
had fewer relapses and greater time to relapse than controls, as well as 
greater improvement of depressive but not manic symptoms. There was no 
effect on medication adherence. Although high EE did not in itself predict 
relapse or symptoms scores over time, patients with high-EE families 
showed the greatest improvement in symptom scores under FFT, consistent 
with the theoretical underpinnings of the treatment. Further, additional 
analyses [91] indicated that families of patients treated with FFT showed 
more positive nonverbal interactions than did control families, although no 
reduction in negative nonverbal interactions was seen. 

Weiss et al [92] developed Integrated Group Treatment (IGT) to address 
the needs of patients with comorbid bipolar disorder and substance de- 
pendence. IGT focuses on the commonalities in recovery and relapse across 
the two disorders and implements a set of cognitive-behavioural relapse 
prevention strategies. The intervention is manual-based and is given in 12 
and subsequently 20 weekly hour-long sessions. They conducted an open 
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study that enrolled sequential blocks of patients either in IGT (n = 21) or no 
added treatment (n = 24) and investigated effects on substance use and its 
impact, mood symptoms, and compliance. They measured outcome over six 
months and then three months post-treatment. In terms of substance use 
outcome, patients showed improvement in most (but not all) formal ratings 
of drug and alcohol use, including months abstinent. In terms of mood 
symptoms, they found improvement in mania ratings but not depression 
ratings. Reported medication compliance was high but not different across 
the groups. Hospitalization rates did not differ across the groups. 

One additional study, not published at the time of this writing but may be 
by the time of publication, deserves specific mention. In a recent random- 
ized controlled trial of family therapy developed by I.W. Miller and col- 
leagues (presented in scientific meetings, as summarized in [93]), single- 
family and multi-family group interventions produced better recovery rates 
than no added intervention, and the two family treatments did not differ. 
Patients with poor family function prior to treatment were reported to 
benefit from the family interventions while those with good function 
showed no difference in outcome. 


ADDITIONAL PSYCHOTHERAPY STUDIES AND 
“HOW-TO” PSYCHOTHERAPY RESOURCES 


To complement the above quantitative studies, a wealth of anecdotal or 
qualitative literature exists on the psychotherapy of bipolar disorder. These 
studies are often valuable for the detailed descriptions and/or case 
vignettes they contain of particular types of interventions. As such they 
may serve as “how-to” references to aid investigators and clinicians seeking 
to implement a particular modality. Table 4.3 includes a select list of refer- 
ences that seemed particularly valuable in this regard. Some of these refer to 
interventions reviewed above, while others are chosen as examples that 
illustrate application of a particular general approach (e.g., psychodynamic, 
psychoeducational) in bipolar disorder. 


CONTEXTS OF CARE 
Lithium Clinics 
As noted above, psychotherapeutic interventions primarily utilize 


individual or team therapists to address issues with individual patients 
or groups who receive care together. An additional type of psychosocial 
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TABLE 43 “How-to” references for psychosocial interventions in bipolar disorder 
Area Suggested references 


A. Psychotherapy 
Psychodynamic-Psychoanalytic 


Marital 

Family 
Cognitive-Behavioural 
Interpersonal (Individual) 


Interpersonal (Interactive Group) 


Psychoeducation 


Cohen et al [35]; Teixeira [94]; Kahn [95]; 
Jackson [36] 

Fitzgerald [37]; Greene et al [38]; Lesser [96]; 
van Gent and Zwart [72] 

Miklowitz and Goldstein [97]; Weber et al [98] 

Basco and Rush [55]; Scott [53, 54]; Lam et al [99] 

Frank et al [100] 

Volkmar et al [68]; Pollack [49]; Graves [101]; 
Wuslin et al [102] 

Powell et al [103]; Kripke and Robinson [50]; 


Foelker et al [104]; Bauer and McBride [51]; 
Bauer and McBride [105] 


Patient education for chronic Lorig et al [2] 


medical conditions 


Useful psychotherapy reviews Goodwin and Jamison [79]; Colom et al [106]; 


Craighead et al [93]; Swartz and Frank [65]; 
Huxley et al [107] 
B. Contexts of care 


Lithium clinics Fieve [108]; Gitlin and Jamison [108]; Seeger 


et al [110] 


Multi-modal care delivery Shea et al [111]; Bauer et al [112] 


systems 


intervention is the organization of the care-giving system itself. The 
recent burgeoning of interest in manipulating contexts of care to optimize 
treatment for bipolar disorder actually has its roots as far back as the 
1970s. 

With the dissemination of lithium for the treatment of bipolar disorder in 
that decade, the conceptual approach to treatment shifted from a predomin- 
antly psychotherapeutic to a medical model approach, as outlined in the 
introduction. The impact of this shift can be seen from contrasting some of 
the pre-lithium psychoanalytic references cited (e.g., [34, 35]) to traditional 
psychotherapeutic references from early in the lithium era (e.g., [37, 38]). 
The earlier references treated bipolar disorder as psychological in origin and 
in need of solely psychological treatment. However, the latter psychoana- 
lytic references, although employing a strong psychotherapeutic emphasis, 
work from a perspective that assumes that integrated psychotherapeutic 
and medical model treatment is necessary. Thus virtually all psychothera- 
peutic interventions for bipolar disorder, even psychoanalytic (e.g., [95]), 
embrace to some degree a bio- as well as psychosocial model for treatment 
of bipolar disorder. 
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The issue of how to organize medical model treatment was explored by 
clinicians treating large numbers of patients with bipolar disorder. There 
seemed to be potential efficiencies and opportunities for standardization of 
care if patients were treated in specialty clinics staffed by physicians and 
support staff who were comfortable with dealing with the disorder. In turn, 
concentration of patients with the same staff allowed development of fur- 
ther expertise. Additionally, in community mental health systems, financial 
limitations made it advantageous for psychiatrists to work in teams with 
non-physician providers to implement care for this group (e.g., [112]). 

Information about lithium clinics comes both from early description of 
programs (e.g., [104, 107, 109, 110]) and from a survey of programs by Gitlin 
and Jamison [108]. Typically, lithium clinics use a team approach including 
psychiatrist, nurse or other medical paraprofessional, and sometimes social 
worker or other counsellor. Standardized patient and family information 
comprise part of the assessment for all patients in most clinics. Importantly 
for quality of care, a standardized battery of baseline and follow-up labs are 
implemented. Follow-up appointments are provided at regular intervals. 
All of the standardization not only supports high-quality care but also the 
conduct of research as a common database evolved on all patients. Unfor- 
tunately, there are to our knowledge no quantitative data on the impact of 
lithium clinics. 

This emphasis on medical model efficiency did not, however, mean that 
psychotherapy was neglected. On the contrary, it was recognized from the 
earliest days of these clinics that psychotherapeutic interventions were 
necessary to optimize medical model management. Most notable is that 
several types of psychotherapeutic interventions (e.g., psychoeducation, 
interpersonal process groups) evolved as part of lithium clinics (e.g., [50, 
103, 104, 113, 114]). 


More Recently Developed Contexts of Care: Manual-Based 
Interventions and Controlled Clinical Trials 


Neither lithium nor the plethora of more recently developed medications 
have proven to be the panacea for bipolar disorder. As the availability of 
treatment of proven efficacy for bipolar disorder has grown, so has the 
complexity of treatment. Further, the problems of adherence and patient 
knowledge deficit continue, and provider knowledge deficit regarding the 
ever-widening range of available treatments also becomes an issue. All 
these contribute to what has been called the ‘‘efficacy-effectiveness gap” 
for bipolar disorder [111], as has been recognized for other illnesses as well 
[115]. This term refers to the difference between the performance of an 
intervention in highly controlled trials (efficacy) and its performance in 
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real-world clinical practice (effectiveness). At least two randomized con- 
trolled trials are underway currently that investigate care organization 
interventions specifically designed to improve effectiveness—i.e., improved 
delivery and acceptance by patients of optimal medication management—of 
treatment for bipolar disorder. 

The first such intervention is a randomized controlled trial of a tripartite 
intervention for patients treated in the VA health care system. This study 
randomly assigns patients hospitalized for bipolar disorder at the point of 
discharge either to continue usual care or to enter the Bipolar Disorders 
Program (BDP; study described in detail in [111]). The BDP addresses three 
aspects of treatment: patient education, provider education, and access and 
continuity to a consistent team of caregivers. Patient education is adminis- 
tered through the psychoeducational component (Phase 1) of Bauer and 
McBride [51, 105] reviewed above. Provider education is supplied through 
an adaptation of the VA treatment guidelines for bipolar disorder (reviewed 
in [64]). Access and continuity are provided by a primary mental health 
nurse who implements manual-based procedures to ensure timely access to 
care for the patient (described in [111, 112, 116]). Preliminary data from an 
open pre/post design indicated reductions in service utilization and cost 
of almost 50% with the BDP compared to pre-BDP, as well as improvement 
in several process measures thought to be markers for quality of care [117]. 
Of additional relevance to the issue of psychotherapy for bipolar disorder, 
one of the major predictors of service utilization in this cohort was a 
history of childhood physical or sexual abuse [118]. This suggests that 
psychotherapeutic interventions aimed at these issues may improve out- 
come and reduce costs for bipolar disorder. The current randomized con- 
trolled trial of the BDP vs. usual VA care is tracking clinical outcome, 
functional outcome, and health care costs over three years of prospective 
follow-up in 330 subjects across 11 hospitals coast- to-coast. It is due to finish 
in 2003. 

Similarly, in another staff model health care organization, the Group 
Health Cooperative (GHC) of Puget Sound, Greg Simon and coworkers 
are funded by the US NIMH to test a similar programme designed to 
provide patient education, patient-level feedback to providers, and im- 
proved access to patients with bipolar disorder [119]. This programme has en- 
rolled 441 outpatients with bipolar disorder in various phases of their illness 
and randomized them either to receive a multi-modal program to optimize 
treatment, or to no added care. Their programme, implemented across three 
sites in the greater Seattle area, consists of both phases of the Life Goals 
Program summarized above [51, 105] to address both psychoeducational 
and functional needs of patients plus computer-guided medication treat- 
ment algorithm recommendations that are provided for treating psychia- 
trists. A nurse clinician provides telephone outreach to the patient and 
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liaison for the treating psychiatrists involved. Clinical and functional out- 
come and healthcare costs are being tracked over two years. 

The GHC intervention provides an interesting comparison with the VA 
BDP in several respects. Both interventions are being tested in samples 
designed to reflect the populations from which they are being drawn, rather 
than using highly selected patients. Both interventions address the same 
triad of aspects of care: access, patient education, and provider guidance. 
Both approach patients as important collaborators in the management of 
their illness. 

On the other hand, there are several ways in which the GHC study will be 
complementary to the VA study. First, it studies outpatients rather than 
patients who are sufficiently ill as to require acute hospitalization. Second, 
there are several demographic differences between the samples, with the 
GHC sample being of generally higher socioeconomic status and of fairly 
even gender distribution. Third, the GHC intervention does not control all 
aspects of treatment, but rather provides information and feedback to 
treating psychiatrists who are not trained in the research intervention. To 
do so it uses sophisticated computer technology to convey algorithm rec- 
ommendations through nurse facilitators to treating psychiatrists. In con- 
trast, the VA BDP takes over responsibility for outpatient treatment of 
bipolar disorder, but emphasizes collaboration with other clinicians on an 
as-needed basis for management of medical and psychiatric comorbidities. 


SUMMARY 
Common Themes Across Psychosocial Modalities 


Qualitative inspection of the studies reviewed above reveals certain themes 
and consistencies that appear in multiple interventions. First, and by defin- 
ition, psychotherapy presupposes a collaborative practice approach to man- 
aging bipolar disorder. This collaboration includes patient, provider, and 
where possible partner or family members. Rather than a paternalistic, 
order-following approach to treatment, all interventions expect the patient 
and significant others to become educated regarding the illness and to 
become partners in managing it. Although the specific methods and prior- 
ities may differ somewhat (e.g., work with couples, group work with pa- 
tients, individual cognitive interventions), this theme is perhaps most 
evident across all modalities. The care organization interventions of Bauer 
et al [111, 116] and Simon and coworkers [119] also build upon this basic 
collaborative approach. 

Second, few interventions manage the patient in isolation. Family or 
couples interventions have been tested in those whose social network has 
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not unravelled. In those interventions that work with a less select group, the 
individual is often seen as part of a group, to enhance social support, 
reinforce teaching, and combat stigma and demoralization. 

Third, the degree of convergent validity regarding agenda for disease 
management information and skills to be imparted is impressive. Specific- 
ally, imparting education, focusing on early warning symptoms and trig- 
gers of episodes, and developing detailed and patient-specific action 
plans are an important part of such diverse approaches as the cognitive- 
behavioural interventions of Palmer and Williams [76] and Lam et al [57]; 
the psychoeducational interventions of Bauer et al [85], Perry et al [87], and 
Weiss et al [92]; the IPSRT intervention of Frank et al [43]; and the family 
intervention of Miklowitz et al [97]. 

Thus, given the positive results most of these interventions with explicit 
disease management components—patient education, collaborative man- 
agement strategies with the patient, inclusion of as wide a social support 
system as is available—have produced, it is likely that this basic approach 
will be critical. It will, perhaps, be more critical even than the specific type of 
intervention in which these disease management components are embed- 


ded. 


Consistent Evidence 


Table 4.4 reanalyses the studies summarized in Table 4.2 in order to identify 
patterns of efficacy across interventions and across three outcome domains. 
Interventions have been grouped into roughly similar categories based on 
the target group or type of intervention, and the class of evidence is noted 
for each study. Outcome domains include indices of clinical outcome (e.g., 
symptom ratings, hospitalization rates), functional outcome (e.g., social, 
occupational, or family function), and disease management skills (e.g., 
adherence to treatment, knowledge about illness). Studies are categorized, 
as in Table 4.2, as positive, negative, or equivocal for each outcome domain, 
with studies listed as positive if any of multiple measures within that 
domain were positive. 

Such lumping of studies and data can be questioned (e.g., How similar are 
Davenport and Clarkin’s interventions? Can one really consider as similar 
lithium adherence and a paper and pencil test of disease knowledge’). 
However, it is also a useful method with which to look for general patterns 
so that general recommendations for researchers and clinicians can be 
formulated. 

From this retabulation we can first of all see that most of the published 
studies have reported at least some positive results. There is no evidence 
that the more rigorous studies (Class A) are less frequently positive than less 
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rigorous studies (Classes B and C). This overall high rate of positive results 
is not surprising given the bias against submitting (and/or accepting by 
peer-reviewed journals) negative studies in the peer-reviewed literature. 

Perhaps the most surprising exception to overall positive results across 
interventions is the case of IPSRT, which showed no difference between the 
intervention and the control arm of no intervention added to clinical man- 
agement either acutely [78] or in terms of relapse prevention [43]. This 
may say more about the efficacy of the control arm’s good clinical manage- 
ment at this centre of expertise (which no doubt includes many of the 
disease management characteristics noted in the preceding section) than 
it does about the lack of utility of IPSRT in improving outcome of the 
disorder. 

Second, there appears to be no type of intervention that is more typically 
positive in its results. This may either be a nonspecific finding (e.g., due to 
bias in publication) or due to the fact that most or all of these programmes 
contain the same core of sensible disease management components outlined 
in the preceding section. 

Third, it appears that psychotherapeutic interventions may be able to 
improve not only clinical outcome, but functional outcome as well. Inter- 
ventions to improve functional outcome in bipolar disorder are sorely 
needed, as available data indicate substantial functional impairment even 
in the absence of clinical symptoms (see the introduction). Thus, the fact that 
clinical and functional outcome are to some degree orthogonal [24] high- 
lights the need to develop treatments specifically targeted at functional 
outcome. 


Incomplete Evidence 


Clearly it will be advantageous to move several of the studies with positive 
results in Class B and C studies into testing at the Class A level. Individual 
areas for future research are outlined below. 


Areas Still Open to Research 


If, as proposed above, all of the major psychosocial approaches include the 
common core of disease management components outlined above—educa- 
tion, collaboration, social support inclusion—the critical issue becomes 
whether benefit derives from these core disease management components, 
or from the specific aspects of the intervention (e.g., working with families, 
group work, cognitive techniques). It will be interesting to see whether the 
US NIMH’s Systematic Treatment Enhancement Program (STEP, Principal 
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Investigators: Gary Sachs, Michael Thase), which is studying various types 
of psychotherapies in conjunction with various types of medications, is able 
to address this issue. 

Further, this drive to isolate the active components of these interventions 
should always look toward issues of parsimony, since the most cost-effect- 
ive interventions are likely to be the most widely disseminated. Specifically, 
cost-utility analyses (from the patient’s and society’s perspectives) and cost- 
minimization studies (which will be the primary concern of the payor), will 
both be of great importance. 

Finally, there are as yet no Class A data on the efficacy or cost-effective- 
ness (broadly defined) of specific contexts of care. However, data are in the 
pipeline from studies funded by the US VA Department and NIMH. Results 
from these staff-model health maintenance organizations (HMOs) will 
likely be useful in identifying principles for organizing care in other types 
of care delivery systems for bipolar disorder and perhaps for other types of 
serious mental illness. 
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Commentaries 


4.1 
Uncharted Waters: Bipolar Disorder and Psychosocial Treatment 


David J. Miklowitz’ 


Although psychosocial interventions for bipolar disorder have long existed, 
only recently have they been systematically evaluated in randomized con- 
trolled trials. Mark Bauer’s thoughtful review provides relatively objective 
criteria for judging the current status of this field. His overall conclusion is 
that manual-based psychosocial interventions—and systems of care that 
include psychosocial components—are effective in combination with phar- 
macotherapy in decreasing illness morbidity. A key point is that various 
investigators, despite having designed psychosocial interventions from 
widely different theoretical perspectives, have come to similar conclusions 
about the necessary ingredients: collaborations between patients, families, 
and mental health providers; education about bipolar disorder; inclusion of 
family and social supports in ongoing preventative maintenance; and illness 
management strategies such as early identification and treatment of pro- 
dromal symptoms. 

Several issues stand out as domains for future research. First, no psycho- 
social treatment studies have been undertaken that target early-onset or 
geriatric bipolar populations. The early-onset form of the disorder is associ- 
ated with a highly pernicious course, high rates of suicide, multiple comor- 
bidities, drug and alcohol abuse, and severe psychosocial impairments [1]. 
Likewise, older bipolar patients are often treatment refractory and may 
require complex combinations of anticonvulsants, atypical antipsychotics, 
and other agents [2]. Both of these populations have distinct psychosocial 
problems associated with their stages of life, yet few efforts have been 
undertaken to design interventions to address these problems. 

Second, existing psychosocial studies have done little to identify treat- 
ment moderators or mediators. Whereas studies often report that an experi- 
mental treatment works better than a control condition, few are adequately 
powered in sample size or sample diversity to determine the subpopula- 
tions who benefit most. Even less is known about treatment mechanisms, 
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which is critical to determining why treatments work for some patients and 
not others, why treatments often do not produce the degree of improvement 
(or the longevity of improvement) that we would predict, or whether more 
cost-effective treatments could accomplish the same objectives. Can we 
assume, for example, that when a cognitive-behavioural treatment has 
positive effects on patients’ outcomes, the avenue of change includes modi- 
fying dysfunctional attitudes or core dysfunctional beliefs? When a family 
treatment leads to reduced relapse rates, are correlated changes in family 
affect, relationships, and interaction patterns observed? Alternatively, do 
any of these interventions operate through less specific means, such as 
increasing patients’ acceptance of the disorder, adherence with medication 
regimes, or consistency of medical follow-up? 

Third, it is unclear whether manic versus depressive episodes have dif- 
ferent psychosocial correlates or should be addressed by different psycho- 
social interventions. Johnson et al [3] found that patients’ levels of social 
support predicted their improvements in depressive but not manic symp- 
toms during a follow-up. In contrast, Malkoff-Schwartz et al [4] found that a 
certain type of life stressor—events that were likely to disrupt patients’ 
social rhythms—occurred more frequently prior to manic than depressive 
episodes. Miklowitz et al’s [5] family-focused psychoeducational treatment 
had a stronger impact on depressive symptoms than on manic symptoms. 
Perry et als [6] psychoeducational approach achieved the reverse. Large- 
scale effectiveness trials such as the Systematic Treatment Enhancement 
Program for Bipolar Disorder [7] may help to address questions regarding 
illness polarity and treatment choice. 

Fourth, future studies need to address the large issue of access to care. Most 
psychosocial interventions are time-intensive and their costs exceed the 
allotments for outpatient treatment in community health clinics. Commu- 
nity therapists often voice frustration that they cannot get access to training 
materials for these treatments. Thus, briefer psychosocial treatments need to 
be developed which are easily learned by practitioners and contain some of 
the active ingredients of the more intensive treatments, in abbreviated form 
(for example, self-instruction on how to stabilize sleep/wake rhythms or 
implement behavioural activation strategies). Another possibility is to de- 
velop non-traditional methods of treatment delivery, such as the World 
Wide Web, Internet, cable television, and telemedicine [8, 9]. For example, 
teaching patients to identify early warning signs of mania and choose 
among various treatment options may be accomplished with the aid of 
computer-based instruction. These options have the potential to reach 
larger, more remote, and more diverse populations of patients. 

Finally, the psychosocial treatment literature has neglected the important 
area of prevention. Many children, adolescents, and young adults present 
for treatment with subsyndromal manifestations of bipolar disorder, which 
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may or may not progress into the fully syndromal adult forms [10]. We 
know relatively little about why some children with early warning signs 
develop the disorder and some do not. Identifying environmental factors 
that moderate the expression of genetic risk—perhaps through longitudinal 
high-risk paradigms—will contribute to our understanding of who to target 
in early-stage interventions. In turn, preventative interventions that educate 
at-risk individuals about bipolar disorder and enhance their ability to cope 
with provocative stress agents may improve the long-term outcome of the 
disorder. 


REFERENCES 


1. Geller B., Luby J. (1997) Child and adolescent bipolar disorder: a review of the 
past 10 years. J. Am. Acad. Child Adolesc. Psychiatry, 36: 1168-1176. 

2. McDonald W.M. (2000) Epidemiology, etiology, and treatment of geriatric 
mania. J. Clin. Psychiatry, 61 (Suppl. 13): 3-11. 

3. Johnson S.L., Winett C.A., Meyer B., Greenhouse W.J., Miller I. (1999) Social 
support and the course of bipolar disorder. J. Abnorm. Psychol., 108: 558-566. 

4. Malkoff-Schwartz S., Frank E., Anderson B., Sherrill J.T., Siegel L., Patterson D., 
Kupfer DJ. (1998) Stressful life events and social rhythm disruption in the 
onset of manic and depressive bipolar episodes: a preliminary investigation. 
Arch. Gen. Psychiatry, 55: 702-707. 

5. Miklowitz D.J., Simoneau T.L., George E.A., Richards J.A., Kalbag A., Sachs- 
Ericsson N., Suddath R. (2000) Family-focused treatment of bipolar disorder: 
one-year effects of a psychoeducational program in conjunction with pharma- 
cotherapy. Biol. Psychiatry, 48: 582-592. 

6. Perry A., Tarrier N., Morriss R., McCarthy E., Limb K. (1999) Randomised 
controlled trial of efficacy of teaching patients with bipolar disorder to identify 
early symptoms of relapse and obtain treatment. Br. Med. J., 16: 149-153. 

7. Sachs G. (1998) Treatments for bipolar disorder. Unpublished grant proposal 
(NIMH Contract No. NOIMH80001). 

8. Christensen A., Miller W.R., Muñoz R.F. (1978) Paraprofessionals, partners, 
peers, paraphernalia, and print: a model for the use of therapeutic adjuncts to 
prevention, treatment, and maintenance. Prof. Psychol., 9: 249-270. 

9. Muñoz R.F., Glish M., Soo-Hoo T., Robertson J. (1982) The San Francisco 
Mood Survey Project: Preliminary work toward the prevention of depression. 
Am. J. Commun. Psychol., 10: 317-329. 

10. Lewinsohn P.M., Klein D.N., Seeley J.R. (2000) Bipolar disorder during ado- 
lescence and young adulthood in a community sample. Bipolar Disord., 2: 
281-293. 


PSYCHOSOCIAL INTERVENTIONS: COMMENTARIES 317 


4.2 
Psychosocial Treatments in Bipolar Disorder: Their Time is Approaching 


Eugene S. Paykel! 


The comparatively small number of published controlled trials of psycho- 
social therapies in bipolar affective disorder included in Mark Bauer’s 
excellent and comprehensive review contrasts with what is now a large 
literature on unipolar disorder. One of the reasons is the prevalent view 
that bipolar disorder has mainly biological causes. This is probably true: for 
instance the literature suggests stronger genetic effects than in unipolar 
disorder [1]. However, it is not entirely relevant, since psychosocial therap- 
ies can have profound effects irrespective of causes. Neurologists do not 
need convincing of the value of rehabilitation for stroke: rehabilitation is an 
essential component in modern stroke units. Educational measures are the 
standard method to improve organically caused mental retardation. Even 
when biological causes become fully understood, and bipolar disorder still 
has a very long way to go in this regard, they may not be curable, and where 
they are, other forms of management may still have a role in ameliorating 
secondary disabilities and interpersonal consequences. Good treatment in 
psychiatry is usually eclectic and multimodal. 

The prima facie case for employment of psychosocial treatments in bipolar 
disorder is good. It depends on several rationales, as Bauer notes. First, 
although outcome with lithium, other mood stabilizers and other somatic 
therapies in many people is excellent, in an important minority of at 
least one-third it is not, and in some it is poor. Something in addition is 
needed. 

Secondly, the difficulties which many people with bipolar disorder have 
in coming to terms with their illness have been well documented, particu- 
larly by Kay Jamison [2, 3]. Patients feel controlled by lithium, by psychiatric 
professionals, and by recurrent illness, and seek to shed them. This pro- 
duces real difficulties in medication taking and in recognition of periods of 
illness, particularly when combined with the lack of insight characteristic of 
mania. 

Third, long and recurrent illness, irrespective of causes, can produce 
secondary psychosocial consequences which then impede recovery. In the 
author’s clinical practice in treatment-resistant unipolar disorder, problems 
in interpersonal relationships and in resumption of lost roles secondary to 
long illness are almost universal, and tackling them psychotherapeutically is 
often the key to converting a temporary remission to a sustained one. This 
applies particularly to the readjustments in family constellations which 
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have occurred as the patient’s roles are taken over by others, so that there is 
no gap to resume them. 

For bipolar disorder the evidence is still somewhat sparse and there are 
some notable gaps which need to be filled. For psychosocial therapies to be 
used more there need to be clearer indications as to when they should be 
applied: when are they effective, when is outcome good even without them? 
The place of medication in bipolar disorder is undisputed and it is in 
combination with medication that psychosocial approaches need to be 
evaluated. Comparative trials of different psychological and psychothera- 
peutic modalities are also required. It may be, as evidence in this review so 
far suggests, that there are not major differences in effects of different 
therapies. On the other hand, it may require more studies and larger ones, 
with direct comparisons. In the earlier literature on unipolar depression, 
there were hints that interpersonal therapy provided particular benefit in 
improving interpersonal relationships [4]. Recent evidence points strongly 
to a particular effect of cognitive approaches in preventing relapse and 
recurrence [5-8]. 

This is a rapidly moving field. Psychoeducational group approaches, 
although not fully evaluated, are now being offered to bipolar patients in 
many UK centres. Shortly after Bauer’s literature search was completed, 
Scott et al [9] published the results of a pilot controlled trial in which 42 
bipolar subjects were randomly assigned either to treatment as usual alone 
or with the addition of six months’ cognitive therapy. At six months cogni- 
tive therapy subjects showed lower symptoms and better functioning. Over 
18 months there were suggestive changes in relapse rates. 

A large multi-centre controlled trial is now under way in the UK, funded 
by the Medical Research Council [10]. Among five centres (Cambridge, 
Glasgow, Liverpool, Manchester, Preston), 250 recurrent bipolar subjects 
have been randomized to receive either cognitive therapy for six months 
plus treatment as usual or treatment as usual alone, with a further one year 
follow-up. The manualized cognitive therapy approach is broad, incorpor- 
ating standard cognitive therapy of depression, modification of attitudes to 
medication and illness, relapse prevention and early relapse recognition 
derived from Perry et al [11]. 

After a slow start, the pace is accelerating. It appears likely that in the next 
five years the available evidence will increase considerably. Psychosocial 
therapies are more costly than medications, and in cost-conscious mental 
health services evidence of efficacy and effectiveness is required, together 
with cost-benefit evidence which should include the very high societal costs 
for bipolar disorder. We should before long be able to look forward to 
standard deployment of psychosocial therapies in combination with medi- 
cation secured by a good evidence base. 
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4.3 
Some Unanswered Questions Regarding Psychosocial 
Treatments for Bipolar Disorder 


Sheri L. Johnson’ 
As reviewed by Mark Bauer, the results of a multitude of outcome studies 


are relatively uniform in indicating that adjunctive psychotherapy for bipo- 
lar disorder provides important benefits. Available approaches are diverse, 
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as the field has grown to encompass psychoeducational, cognitive-behav- 
ioural, interpersonal, family, and marital approaches. The outcomes meas- 
ured are also quite varied, including symptoms, treatment adherence, 
functioning, and interpersonal consequences. The psychotherapy literature 
mirrors the complexity embodied within this disorder, in that a broad range 
of strategies have evolved to target different aspects of the illness. 

What are the next steps for research? One goal would be to examine more 
specific aspects of symptoms and functioning. For example, symptom out- 
comes could be divided more finely, such that depression and mania are 
considered as separate targets. Many of the current treatments were origin- 
ally developed for unipolar depression, and so focus on interpersonal 
conflict, negative maladaptive cognitions, and stress. As several dozen 
studies suggest that the psychosocial triggers for unipolar and bipolar 
depression are similar [1], this application of strategies from unipolar de- 
pression appears to be a reasonable approach for treating the depressive 
side of bipolar disorder. Indeed, evidence suggests that strategies to reduce 
family conflict, interpersonal stress, and negative cognitions have more 
effectiveness in relieving depression than mania [2-4]. 

On the other hand, there may be quite different biopsychosocial factors 
that trigger manic symptoms. For example, sleep deprivation may provoke 
manic episodes [5, 6]. Mania has also been theorized to reflect dysregulation 
in the brain system moderating responses to reward [7]. In support of this 
model, achievement-striving traits, self-report reward responsiveness 
scores, and life events involving goal attainment have each been found to 
predict increases in manic symptoms over time [8, 9]. Given unique triggers 
for manic symptoms, it appears important to consider distinct psychosocial 
treatment strategies for the prevention of these symptoms. So far, treatments 
that appear to reduce manic symptoms involve symptom monitoring [e.g., 
10, 11]. It may also be fruitful to consider interventions to alleviate manic- 
specific triggers. For example, recent case studies suggest that sleep regula- 
tion strategies may help reduce manic symptoms [12, 13]. 

Beyond symptom-focused interventions, functioning deficits are strik- 
ingly complex. For example, social and occupational functioning appear to 
be relatively orthogonal within bipolar disorder [14], and even within social 
functioning, one could differentiate goals of establishing a broad social 
network, forming a circle of close friends, maintaining family relationships, 
helping others understand the illness, reducing expressed emotion, and 
increasing prosocial interactions. Indeed, it is not uncommon for a person 
who experiences a manic episode to experience profound deteriorations in 
each of these areas. Given the breadth of problems, rehabilitation models 
comparable in intensity to those used within the schizophrenia field may 
merit consideration for individuals who have just experienced extreme 
losses in social and employment areas. 
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There is good cause for optimism, as techniques for addressing many 
different symptom and functioning goals are available in the current set of 
psychotherapy manuals, and outcomes relevant to each of these areas have 
been positive. These strategies, however, remain components of specific 
approaches, rather than a more integrated approach to the disorder. That is, 
there has been little consideration of which strategies to choose for particular 
individuals (see [15] for an exception). For example, early in the illness, 
psychoeducation, treatment acceptance, and symptom monitoring may be 
critical to the ability to achieve any other type of intervention. As treatment 
and symptoms become more stabilized, individuals may vary in their need 
for conflict resolution, occupational accomplishments, or other goals. Simi- 
larly, the relative history of manic versus depressive symptoms may help 
guide choice of treatment approach. In treatments such as the Life Goals 
Program and Interpersonal Psychotherapy, the therapist and individual 
choose among goals clinically. Nonetheless, there is very little known on the 
match between patients and their treatment goals. Similarly, there is a dearth 
of research that dismantles interventions to identify the key components. 

In sum, a great deal has been accomplished in understanding the role of 
psychotherapy in bipolar disorder. It is this richness that provides an 
opportunity for the next wave of research. 
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4.4 
Convergent Strategies or Phase-Specific Interventions? 


Holly A. Swartz! 


In his comprehensive review of psychosocial interventions for bipolar dis- 
order, Mark Bauer observes: “The degree of convergent validity regarding 
agenda for disease management information and skills to be imparted is 
impressive.” He notes that most—if not all—of the described treatment 
strategies include psychoeducation, identification of early warning signs 
of relapse, and identification of a patient-specific action plan. Bauer chal- 
lenges us to consider the notion that the active ingredients of these disparate 
treatments may be more alike than they are different. 

Historically, it has been difficult to demonstrate a difference between two 
(or more) active psychotherapy conditions [1]. It is often suggested that the 
non-specific factors common to all psychotherapies outweigh the treatment- 
specific effects [2]. If this assertion were true of treatments for bipolar 
disorder, one would expect to see consistent outcomes across interventions. 
Indeed, Bauer notes that most of the authors report positive effects on 
diverse outcome measures. A closer reading of the text, however, suggests 
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that, with respect to manic and depressive symptoms, different treatments 
may produce different results. 

Bauer identifies seven Class A (De, randomized, controlled) studies that 
report information on clinical and/or symptom outcomes. These treatments 
can be categorized as family therapy [3, 4], couples therapy [5], interper- 
sonal therapy [6, 7], psychoeducation [8], or cognitive-behavioural therapy 
(CBT) [9]. With two exceptions, all of these rigorously designed studies 
reported differential treatment effects on manic and depressive symptoms. 
Of the two that do not, one used as its primary clinical outcome measure a 
composite global functioning and symptom score that did not differentiate 
depressive and manic symptoms. It therefore would be impossible to deter- 
mine whether or not there were differential effects on these outcomes [3]. 
The other report found that a marital intervention led to improved patient 
functioning but had no impact on symptoms over an 11—month period [5]. 

The remaining five studies, however, reported significant or trend level 
differences on outcome measures of mania and depression. Miklowitz et al 
found that subjects assigned to family-focused therapy showed significantly 
greater improvement than control subjects in depressive (but not manic) 
symptoms [4]. Trend level findings from the acute phase of our ongoing 
study of interpersonal and social rhythm therapy (IPSRT) suggest that 
depressed (but not manic) subjects assigned to IPSRT recover twice as 
quickly as those assigned to the control condition [6]. Preliminary findings 
from the maintenance phase of this study further suggest that IPSRT confers 
protection against subsyndromal depressive (but not manic) symptoms [10]. 
In contrast, Perry et al observed that a group assigned to a psychoeduca- 
tional relapse prevention intervention differed significantly from control 
subjects for time to first manic (but not depressive) relapse. They also 
observed a significant reduction in the total number of manic (but not 
depressive) relapses over 18 months [8]. Similarly, Lam et al reported 
that, compared to controls, those assigned to CBT experienced significant 
reductions in manic (but not depressive) symptoms at 12-month follow-up 
[9]. 

Collectively, these results suggest that the relational treatments (family 
therapy and interpersonal therapy) may have selectively positive effects on 
the depressive phase of the disorder, while the cognitive-behavioural treat- 
ments (psychoeducation and CBT) may have selectively positive effects on 
the manic phase. Interestingly, Johnson et al recently demonstrated that, 
among patients with bipolar disorder, low social support predicts a longer 
time to recovery from depression (but not mania) and a greater chance of a 
depressive (but not manic) recurrence [11]. We could speculate that rela- 
tional treatments for bipolar disorder may, in part, exert their antidepres- 
sant effects by increasing interpersonal effectiveness and social support. By 
contrast, the cognitive-behavioural strategies may do little to enhance social 
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support and instead exert their effects by helping patients to track carefully 
the behaviours and cognitions that herald mania. 

As Bauer suggests, we may be able to identify some common themes 
critical to the success of any adjunctive psychosocial intervention for bipolar 
disorder. But we may also need to attend to the distinct effects of dissimilar 
treatments in order to find strategies that are effective across the phases of the 
disorder. Given the complexity of bipolar disorder, we may need to design 
“polytherapy” approaches that combine common denominator strategies to 
promote global mood stability with phase-specific interventions to manage 
the particular problems of mania, depression, and mixed states. 
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4.5 
Some Comments on Recent Developments in Psychosocial 
Treatments for Bipolar Disorder 


Michael E. Thase! 


By the early 1990s it was clear that a majority of patients with bipolar 
disorder will experience multiple episodes and that a significant minority 
will suffer from prolonged periods of psychosocial disability. Kraepelin’s 
“good prognosis illness” has not fared too well in the post-modern world. 
Patients with polyepisodic or chronic bipolar disorders, who are almost 
always either resistant to or nonadherent with lithium therapy, are usually 
not well managed by a strict medical-model or medication-clinic approach. 
The combination of psychotherapy and pharmacotherapy has been sug- 
gested to be the best approach for treatment of these challenging patients 
[1] and, indeed, a survey of people with bipolar disorder confirmed that 
psychotherapy receives high marks for consumer satisfaction [2]. Yet, until 
recently, there has been virtually no evidence from well-controlled studies 
to confirm that adding individual, group, or family forms of psychotherapy 
actually improves the outcomes of patients with bipolar disorder. Now, 
after a decade of research, the results of a first wave of randomized clinical 
trials are available. Mark Bauer carefully reviews the findings of these 
studies and concludes that the weight of the evidence supports the value 
of a variety of adjunctive psychotherapies for people with bipolar disorder. 

Bauer suggests that a core group of relatively straightforward therapeutic 
elements may account for a large portion of the success of psychological 
interventions for bipolar disorder. These ‘‘trans-theoretical” factors include: 
a) education about, and explicit collaboration on development of, an illness 
management plan; b) repair, stabilization, and (if possible) enhancement of 
social support networks; and c) content-based interventions dealing with 
symptom management, recognition of early warning signs, and problem 
solving. Bauer challenges the field to design and deliver interventions that 
cover these basic elements in the most efficient and least costly manner 
possible. 

I share Bauer’s optimism that this type of approach could quickly define a 
new state of the art for the collaborative care of people with bipolar dis- 
order. I further support Bauer’s conviction that these elements can be 
incorporated, in a cost-effective way, within the context of a disease man- 
agement plan. Hopefully, the results of the ongoing projects of Bauer’s 
group and Simon and colleagues will confirm that such streamlined efforts 
make a valuable difference. 
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Nevertheless, despite considerable progress from research evaluating the 
role of psychotherapy for bipolar disorder, a number of critical questions 
still must be answered. For example, can the positive results of demonstra- 
tion studies such as Bauer’s project actually be transported to everyday 
practice without some form of oversight and contingency management? 
This question is especially pertinent to the quality of care provided in 
chronically underfunded community mental health clinics and other related 
public care facilities. Moreover, once confirmed, how quickly will these 
research findings be incorporated within the required curricula of psychi- 
atric residents, clinical and counselling psychology graduate students, social 
workers, and other mental health professionals? 

Another question concerns the indications for more labour-intensive, and 
costly, interventions tailored for individuals who relapse or remain chron- 
ically impaired despite participation in a state-of-the-art, disease manage- 
ment programme. For example, Bauer is correct to point out that in 
preliminary analysis of the Pittsburgh Maintenance Therapy of Bipolar 
Disorder (MTBD) study, an individually tailored, Interpersonal Social 
Rhythms Therapy (IPSRT) did not improve time to stabilization or simple 
relapse risk relative to a comprehensive clinical management programme 
[3]. However, in more recent analyses of time spent ill or euthymic, a strong 
advantage emerged favouring the maintenance interpersonal psychother- 
apy group during the latter months of the first year of treatment [4]. 
Moreover, among the patients treated in the clinical management arms 
of the MTBD study, approximately 30% failed to stabilize and another 
25% suffered at least one recurrent episode of mania or depression during 
the first 12 months after stabilization of the index episode [3]. This higher 
risk group, despite receiving excellent overall care, still appears to have 
required something more. Could they have obtained greater benefit if 
an alternative individual or family-based intervention had been added 
to the treatment plan? And, if so, are there ways to identify which 
patients would gain the most benefit from an individual intervention and 
which patients would get the most benefit from couples/family interven- 
tions? 

Another topical issue concerns the use of problem-focused psychothera- 
pies to prescriptively treat episodes of bipolar depression in lieu of anti- 
depressant medications. The very preliminary report by Zaretsky et al. [5] 
illustrates the potential promise of this approach. But, what confidence can 
be placed in the generalizability of the outcomes of eight (possibly hand- 
picked) patients? Given the likelihood of side effects associated with anti- 
depressant therapy (e.g., sexual dysfunction, weight gain, or insomnia), and 
the possibility of antidepressant-induced mania or rapid cycling, it is re- 
markable that this topic still has not been addressed more systematically in 
the research literature. It is especially puzzling that the role of psychother- 
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apy has not been evaluated in bipolar II depression, for which there is 
little consensus about the relative merits of antidepressants or mood stabil- 
izers. 

The studies reviewed by Bauer by and large fail to establish causal or 
mediative relationships between the methods that define a type of psycho- 
therapy and clinical benefits. I would not be too nihilistic about the relative 
lack of evidence, to date, linking the syndromal effects to a specific aspect of 
a psychotherapy. One only needs to recall the difficulty establishing plasma 
level/clinical response relationships for tricyclic antidepressants or, for that 
matter, between divalproex blood levels and mania outcomes, as examples 
of how hard it is to establish mediating effects. And, we do not measure 
constructs such as social support, expressed emotion, or even treatment 
adherence nearly as reliably as we measure medication concentrations! 
Effect sizes are going to be modest and some amalgam of nonspecific 
(trans-theoretical) therapeutic factors is bound to account for a large portion 
of the explained variance. 

The methods of randomized controlled clinical trials, the complexities of 
bipolar disorder and the intricacies of psychotherapy research have not led 
to an easy “mix’’. Most of the psychotherapy research reviewed by Bauer 
would be considered as examples of “early phase II” research [6] using the 
terminology of the US Food and Drug Administration. Generally speaking, 
it is difficult to complete a well-designed psychotherapy trial of bipolar 
disorder at a single site within three to five years. Moreover, meaningful 
outcomes in the real world, such as reducing rates of suicide attempts, 
rehospitalization, or unemployment by 10% to 15%, cannot be confirmed 
with confidence until we conduct studies that enrol hundreds of patients. 
There is no economic force behind psychotherapy development that even 
approaches the financial support marshalled to enable a single promising 
new medication to move from an early Phase II level through Phase III, 
regulatory approval and widespread clinical use. 

The solution to these problems will necessitate multicentre research net- 
works, and infrastructural support, unlike never before devoted to the 
scientific study of psychosocial treatments. Now, for the first time, there is 
evidence that psychotherapeutic approaches offer enough chance of extra 
benefit to justify investment of scarce research funds. One such research 
network, the US NIMH-funded Systematic Treatment Enhancement Pro- 
gram for Bipolar Disorder (STEP-BD) is off the ground and, as of 28 August, 
2001, has enrolled more than 1400 (about 28%) of a planned base of 5000 
patients. There is much work to be done! 
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4.6 
Beyond Pharmacotherapy: Integrating Psychosocial Treatments and 
Health Services Innovations for Bipolar Disorder 


Sagar V. Parikh! 


Is biology destiny? Does bipolar disorder, the most biological of psychiatric 
disorders, merit treatment only through somatic interventions? As Mark 
Bauer, in his evidence-based review, tells us, the answer is clear: a wealth of 
techniques—psychotherapeutic, educational, and health system innov- 
ations—offer clear benefit in the overall management of bipolar illness. 

Bauer begins by reminding us of the many limitations of pharmacother- 
apy alone: incomplete symptom control, problems with compliance, and 
increasing evidence about broader risk factors for poor outcome, including 
life stressors and social support. Additional factors include the reciprocal 
and complex relationship between poor symptom outcome and family and 
occupational dysfunction, and the enormous financial costs of managing the 
disorder. In looking at efforts to improve outcome, a broader perspective on 
interventions is employed—those that might be traditionally termed psy- 
chotherapeutic, and those that look at the context of care strategies largely 
derived from chronic disease management principles. 

Psychotherapy studies prior to 1990 were few and generally did not 
employ adequate control groups; since then, major advances in study meth- 
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odology have included the almost mandatory use of a formal therapy 
manual, frequent use of random assignment, and in some studies, the use 
of proper controls [1]. These studies generally fall into three somewhat 
overlapping areas: primarily brief psychoeducational, primarily lengthy 
family/couple, and lengthy cognitive-behavioural therapy (CBT)/interper- 
sonal therapy (IPT) interventions. The strength of the psychoeducational 
studies is the attention to relapse prevention, mediated largely through 
increased medication compliance and to the fact that such psychoeduca- 
tional strategies are easy and economical to implement and use, both for 
clinicians and for patients. For treatments to be generalizable, an interven- 
tion must be potent, clear, and marketable: the intervention proposed by 
Perry et al, consisting of 7-12 sessions of individual psychoeducation with 
striking efficacy in the prevention of relapse into mania, meets the mark [2]. 
Coupled with the results of other psychoeducational intervention studies, 
we should feel comfortable in asserting that explicit, brief psychoeducation 
with attention to a relapse drill should be as routine at the outset of bipolar 
treatment, as doing lab work prior to initiation of mood stabilizers [3]. 
Indeed, such interventions should be seen as vital from a quality assurance 
perspective. 

The lessons from family/couple interventions are more ambiguous, and 
much less generalizable. The biggest strength of these studies is that they 
address more recently identified risk factors (expressed emotion, social 
support) correlated to outcome. Key studies employ formal manuals, but 
the process of either family therapy or couple therapy is much more com- 
plex, and much less controllable, than individual therapy. Study method- 
ologies are weaker, controls are usually “treatment as usual”, and clinical 
outcomes are less consistent. Most striking, though, is the complexity and 
length of the interventions. Clarkin et al’s study [4] utilized 25 sessions of 
couple therapy; Miklowitz’s family focused therapy [5] requires 21 sessions. 
The success of these interventions is gratifying, and in addition to providing 
a treatment modality, such studies may identify the key mechanisms and 
ingredients necessary for success. However, the intensity of service and the 
training required for these highly specific therapies belies widespread ap- 
plicability. Epidemiologic data consistently show patterns of limited service 
use for all mental disorders, even in countries with (free) universal health 
care; clinical data and experience suggest many patients will not comply 
with complex treatment regimens involving many visits [6, 7]. Extended 
family/couple treatments may be like the Concorde—effective, impressive, 
but destined to be available only for a few locations. 

The small but rapidly growing number of individual CBT-based studies, 
and the limited work with IPT, suggest more promise. Two of the key 
psychoeducational intervention studies [2, 8] relied on CBT principles; 
Zaretsky et ole application of CBT [9] relied on Beck’s traditional CBT of 
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depression, with promising pilot results. Two studies have presented encour- 
aging pilot results on CBT developed explicitly for bipolar disorder in the 
maintenance phase [10, 11]. Lam developed a specific manual for the CBT of 
bipolar disorder, tested it in a pilot study, and most recently presented 
preliminary results of a large (n = 103) randomized controlled trial, pitting 
up to 20 sessions of CBT against treatment as usual [12, 13]. Initial results 
show not only reductions in relapse and hospitalization, but particular pro- 
tection against depression as well as hypomania (in contrast to psychoeduca- 
tion, which largely protects against manic relapse rather than depression) 
and the suggestion of overall reduced mood lability. Results with IPT are less 
promising, with a single trial failing to show efficacy beyond the already 
high-quality “treatment as usual” given at that academic centre. The strength 
of the CBT interventions, in contrast to family / couple treatments, is that they 
are already widely available, training is relatively easy, and they have a long 
tradition of evolution into more practical modalities, i.e. group interventions, 
shortened (significantly fewer than 20 sessions) courses, and even self-help 
and computer-aided versions. 

In addition to traditional psychotherapeutic treatments, evidence about 
the utility of disease management strategies is just emerging, as Bauer notes 
describing two large American trials. Both these randomized controlled 
trials use elements of patient education, physician guidance, and improved 
access, to see if such approaches are superior to treatment as usual. But then, 
how do we choose among treatments? The answer, in part, will lie in 
looking at the potential benefits of each component and matching the 
intervention with local resources and treatment structure [14]. A brief psy- 
choeducational intervention, coupled with a ‘‘care-manager’’ nurse who 
aids patients in understanding and complying with treatment, for instance, 
might be equal to a 20-session individual CBT intervention added onto 
usual medical care. The 4th International Conference on Bipolar Disorder, 
in 2001, featured many research poster presentations on psychosocial treat- 
ments and disease management strategies, suggesting a plethora of new 
data. Studies included enhanced psychoeducation methods (21 group ses- 
sions), with positive results in a randomized controlled trial [15], telemedi- 
cine interventions [16], our novel treatment optimization programme 
involving simultaneous interventions for the patient and the patient’s 
family physician [17], and a variety of techniques to optimize treatment 
compliance, such as Motivational Interviewing [18]. Beyond the specific 
interventions, issues such as “dosing” of psychosocial interventions, based 
both on cost considerations as well as burden to the patient, must be 
considered. New research approaches must be tried; for instance, in 
Toronto, our group has nearly completed a study looking at brief (seven 
psychoeducational sessions) versus standard (same seven plus another 13 
CBT sessions) treatment derived from the Basco and Rush manual for CBT 
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in bipolar disorder [19, 20]. Crossing modalities, in a study just funded by 
the Stanley Foundation, we are about to begin a comparison of five sessions 
of group psychoeducation against 20 sessions of individual CBT. Will such a 
brief group intervention give say 50% of the benefit of the 20-session CBT, at 
much less cost and with a much higher likelihood of attracting patients and 
completing the treatment? Such aspects of effectiveness must be considered 
along with more traditional efficacy studies. The complexity of treating 
bipolar disorder invites new theoretical approaches to the treatment of 
mental disorders, by requiring the ability to blend psychosocial interven- 
tions, sophisticated pharmacotherapy, and health services innovations to- 
gether in order to achieve optimal results. 


REFERENCES 


1. Huxley N.A., Parikh S.V., Baldessarini RJ. (2000) Effectiveness of psycho- 
social treatments in bipolar disorder: state of the evidence. Harvard Rev. Psy- 
chiatry, 8: 126-140. 

2. Perry A., Tarrier N., Morriss R, McCarthy E, Limb K. (1999) Randomized 
controlled trial of efficacy of teaching patients with bipolar disorder to identify 
early symptoms of relapse and obtain treatment. Br. Med. J., 318: 149-153. 

3. Parikh S.V. (2000) Practical management of bipolar disorder: key steps to 
implement psychosocial interventions. Can. Psychiatr. Assoc. Bull., 32: 114-116. 

4, Clarkin J.F., Carpenter D., Hull J., Wilner P., Glick I. (1998) Effects of psycho- 
educational intervention for married patients with bipolar disorder and their 
spouses. Psychiatr. Serv., 49: 531-533. 

5. Miklowitz D.J., Simoneau T.L., George E.L., Richards J.A., Kalbag A., Sachs- 
Ericsson N., Suddath R. (2000) Family-focused treatment of bipolar disorder: 
1-year effects of a psychoeducational program in conjunction with pharma- 
cotherapy. Biol. Psychiatry, 48: 582-592. 

6. Parikh S.V., Lin E., Lesage A.D. (1997) Mental health treatment in Ontario: 
selected comparisons between the primary care and specialty sectors. Can. J. 
Psychiatry, 42: 929-934. 

7. Tohen M., Goodwin F.K. (1995) Epidemiology of bipolar disorder. In Textbook 
in Psychiatric Epidemiology (Eds M.T. Tsuang, M. Tohen, G.E.P. Zahner), pp. 
301-315, Wiley-Liss, New York. 

8. Cochran S. (1984) Preventing medical noncompliance in the outpatient treat- 
ment of bipolar affective disorders. J. Consult. Clin. Psychol., 52: 873-878. 

9. Zaretsky A.E., Segal Z.V., Gemar M. (1999) Cognitive therapy for bipolar 
depression: a pilot study. Can. J. Psychiatry, 44: 491-494. 

10. Lam D.H., Bright J., Jones S., Hayward P., Schuck N., Chisolm D., Sham P. 
(2000) Cognitive therapy for bipolar illness—a pilot study of relapse preven- 
tion. Cogn. Ther. Res., 24: 503-520. 

11. Scott J. (2001) Pilot study of cognitive therapy in bipolar disorders. Bipolar 
Disord., 3 (Suppl. 1): 56. 

12. Lam D.H., Jones S.H., Hayward P., Bright J.A. (1999) Cognitive Therapy for 
Bipolar Disorder. A Therapist’s Guide to Concepts, Methods, and Practice. Wiley, 
New York. 


332 BIPOLAR DISORDER 


13. Lam D., Watkins E., Hayward P., Bright J., Sham P. (2001) Bipolar Disord., 3 
(Suppl. 1): 19. 

14. Holloway F. (2001) Balancing clinical values and finite resources. In Textbook 
of Community Psychiatry (Eds G. Thornicroft, G. Szmukler), pp. 167-178, Oxford 
University Press, New York. 

15. Colom F., Martinez-Aran A., Reinares M., Benabarre A., Corbella B., Vieta E. 
(2001) Psychoeducation and prevention of relapse in bipolar disorders: pre- 
liminary results. Bipolar Disord., 3 (Suppl. 1): 32. 

16. D'Souza R., Hustig H. (2001) A case control study in the use of telemedicine 
for treatment adherence in remote and rural bipolar patients. Bipolar Disord., 3 
(Suppl. 1): 33. 

17. Parikh S.V., Goering P.N., Kennedy S.H., Kusznir A., Parker C., Chopra E., 
Norton L. (2001) The bipolar treatment optimization program: a novel simul- 
taneous patient and provider intervention. Bipolar Disord., 3 (Suppl. 1): 50-51. 

18. Taylor R.I, Mallinger A.G., Thase M.E., Zuckoff A., Swartz H.A., Frank E. 
(2001) Pharmacotherapy treatment adherence in patients with bipolar dis- 
order: can motivational interviewing strategies make a difference? Bipolar Dis- 
ord., 3 (Suppl. 1): 59. 

19. Basco M., Rush A.J. (1996) Cognitive Behavioral Therapy for Bipolar Disorder. 
Guilford, New York. 

20. Zaretsky A.E., Parikh S.V., Lancee W.E. (2001) A randomized controlled trial 
of adjunctive CBT in the maintenance treatment of bipolar disorder. Bipolar 
Disord., 3 (Suppl. 1): 63. 


4.7 
Closing the Circle: The Use of Adjunctive Psychotherapies to Improve 
Treatment Outcomes for Bipolar Patients 


Barbara O. Rothbaum and Millie C. Astin! 


In a sense, our understanding and treatment of bipolar disorders have 
almost come full circle over the last half century. Before the introduction 
of lithium, bipolar disorder was treated largely as a psychodynamic illness 
related to early childhood experiences and familial environment. The dis- 
covery that lithium could stabilize the excessive mood states of mania and 
depression in the bipolar patient revolutionized the way bipolar illness was 
conceptualized, and treated, as well as the questions being asked about the 
nature of bipolar disorders. 

Essentially, a purely biological and medical model replaced the earlier 
psychodynamic views of the disorder. This in turn stimulated research into 
the biochemistry and genetics of the disorder. Risk rates for developing 
bipolar disorder from twin studies, identification in chromosome 18 of a 
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site of risk for development of bipolar disorder, the successful use of anti- 
seizure medications such as valproate and carbamazepine, followed by 
newer generation medications, have further delineated bipolar disorder as 
a primarily biological and genetic phenomenon rather than a psychosocial 
one [1]. 

As Mark Bauer points out, adjunctive psychotherapy was included from 
the beginning in the lithium clinics that developed in the 1970s. However, 
its use was not applied systematically and was primarily valued solely in 
terms of increasing medication adherence. Other than the use of mixed- 
diagnosis group therapy during hospitalization or the minimal supportive 
and education components of medication management, systematic and 
consistent use of psychosocial interventions were all but abandoned in the 
treatment of bipolar patients. Furthermore, research investigating their use- 
fulness was sparse until the last decade. 

Without doubt, pharmacotherapy is the primary treatment of choice for 
bipolar disorder. In fact, psychotherapy with unmedicated bipolar patients 
is usually considered fruitless given both the difficulties with managing 
manic patients and the efficacy of antimanic medications. Nevertheless, a 
growing body of literature, as indicated in Bauer’s review, suggests that 
psychotherapy in combination with medication can increase treatment re- 
sponse across several domains [2-4]. 

When treating a patient for any disorder, it would be ideal to use treat- 
ments or treatment packages that result in the greatest and broadest levels 
of improvement. Too often, however, we focus on symptom reduction 
alone, ignoring the impact the illness has had on other areas of functioning. 
Bipolar disorder is a case in point. Reducing symptoms of mania and 
depression, of course, is crucial. However, clinicians and researchers have 
increasingly considered whether symptoms really can be managed if other 
areas of functioning are ignored. Bipolar disorder generally takes a huge toll 
on interpersonal, social, and occupational functioning both in terms of 
disruptions and consequences resulting from mood episodes as well as in 
terms of residual dysfunction. Naturally, as with any individual, disruption 
in any of these domains is stressful for bipolar patients. What sets bipolar 
patients apart is that these problems can be exacerbated by their illness and 
their illness can be exacerbated by these problems. As Bauer documents, 
stress is associated with increased mood episodes and hospitalizations. This 
is true despite effective medications even in compliant clients. Thus, a 
broader perspective which addresses domains other than symptom reduc- 
tion and medication adherence is essential for comprehensive treatment of 
bipolar patients. 

The good news is that the evidence that psychotherapies used as adjuncts 
to pharmacotherapy can address these broader domains is increasing. Not 
all studies have been randomized or well controlled, and little repetition of 
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findings exists for the well-designed studies which do exist. Nevertheless, 
the current empirical data generally have found positive results for the use 
of psychotherapy with bipolar patients. There is also little evidence to date 
that one treatment is superior to another for bipolar patients as controlled 
comparative studies are nonexistent to date. As evidence grows that bipolar 
patients who receive adjunctive therapy fare better than those who receive 
medication only, comparison studies of treatment modalities will be 
needed. 

While all of this is encouraging for the treatment of bipolar patients, 
outside of the research setting, widespread use of adjunctive therapies for 
bipolar patients has yet to occur. Most inpatient treatment includes some 
form of group therapy for patients. These may be psychoeducational in 
nature or process-oriented, and usually include all patients on the ward 
irrespective of diagnosis. Thus, addressing issues that pertain particular- 
ly to bipolar patients is limited. In outpatient treatment, bipolar patients 
rarely receive any form of adjunctive therapy specifically to address issues 
related to bipolar illness. When psychotherapies become a regular compon- 
ent of the treatment of bipolar patients, we will have indeed come full 
circle. 
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4.8 
Psychosocial Approaches for Bipolar Disorder: 
Is There Room for Change in Addition to Coping? 


Yiannis G. Papakostas, Iannis M. Zervas and George N. Christodoulou! 


Mark Bauer’s meticulous review leaves us with an inescapable impression: 
consistent themes with striking similarities run across the existing psycho- 
social treatments of bipolar disorder (BD). First, most of these approaches 
have developed as adjuncts, rather than alternatives, to pharmacological 
therapy. Second, alongside the specific aspects of each intervention, they all 
include, and appear to rely heavily on, what Bauer refers to as the “common 
core of disease management components”. Finally, the displayed favour- 
able outcome of these treatments is, interestingly, uniformly equal. This 
finding is interpreted by the author to represent either a publication bias 
or to reflect the fact that almost all of these interventions share features that 
deal with “sensible disease management”. Following the same line of 
reasoning we expect that, in the future, efforts to empirically identify this 
optimum “common core” (i.e. to help the patient better cope with the illness) 
and to estimate the magnitude of the therapeutic outcome, will be continued 
and intensified. 

However, current thinking on psychosocial interventions for BD is 
plagued by certain conceptual limitations. Current therapeutic methods 
represent merely “symptom’’-driven (data-driven or “bottom-up”) ap- 
proaches, as opposed to the plethora of theory-driven (’’top-down”) 
approaches in use for unipolar depression. A theory-driven approach en- 
compasses both proximal (precipitation, maintenance) and distal causes 
(e.g. the vulnerability issue) of an illness, thus providing principles and 
guidelines or, at the very least, cues for intervention. The lack of such 
approaches in BD is understandable, in view of the prevailing conceptual- 
ization of BD as a biologically based illness, its bi-directionality in clinical 
phenomenology and its frequent switching of mood states, all significant 
obstacles to psychological explanations [1]. However, no matter how diffi- 
cult or remote this possibility may seem to be, the development of such 
theories, together with their biological counterparts, will increase our 
understanding of the course and treatment of this devastating mental ill- 
ness. Furthermore, they may be used to design more specific therapy ap- 
proaches based on psychological and neuropsychological models of BD, in 
addition to the approaches currently in use, which are based primarily on 
sound clinical management and psychoeducation. 
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Psychoanalysis, of course, was a forerunner in proposing such theories, 
although the validity and/or clinical utility of such an approach have not 
been established in large-scale and/or controlled studies. There are, how- 
ever, indications that psychological formulations derived from the two main 
contemporary psychotherapeutic approaches to affective illness, interper- 
sonal and cognitive, albeit at an infantile stage, are starting to appear. In 
addition, there is an effort for these to be linked to the biological and 
neuropsychological knowledge acquired on BD. 

For example, interpersonal and social rhythm therapy (IPSRT) is an 
attempt to link standard interpersonal therapy with the psycho-chronobio- 
logical theory of affective illness [2]. According to this theory, individuals 
with BD have a genetic predisposition to circadian rhythm and sleep-wake 
abnormalities, that may be responsible in part for the clinical picture of the 
illness [3]. Hence IPSRT consists of strategies aimed at directly addressing 
interpersonal stressors, in accordance with the premises of interpersonal 
therapy, and strategies promoting rhythm integrity during the daily routine 
of patients. Despite some preliminary negative results, the proponents of 
this approach argue in its favour, hoping that this conceptualization will 
improve the outcome in BD [2]. 

On the other hand, hypotheses about the psychological vulnerability to 
BD are already starting to be formulated in cognitive terms. Reilly-Harring- 
ton et al. [1] found that the bipolar patients’ attributional style for negative 
events, dysfunctional attitudes and negative self-referent information pro- 
cessing interacted with stressful life events to increase the severity of both 
manic and depressive symptoms over a one-month period. Regarding the 
type of episode a BD patient will experience at a particular time, these 
authors speculate that this might depend on the particular type of stressful 
events, for example depression following a loss event and mania a 
stressful event that disrupts the sleep-wake cycle. It has also been demon- 
strated, in accordance with Beck’s theory, that self-schemata in the interper- 
sonal domain (sociotropy)—but not self-schemata in the autonomous 
domain—interact with interpersonal life events to predict subsequent 
symptom severity among bipolar patients [4]. It might be possible then 
that cognitive-behavioural interventions aiming at modifying maladaptive 
cognitive styles and schemata may be of value in treating BD. In addition, 
emerging neuropsychological information about BD may be utilized to 
design cognitive-behavioural or psychotherapeutic approaches specifically 
tailored to the individual’s clinical presentation, aiming at rehabilitation [5]. 

In conclusion, our argument, and comment, is not meant to support the 
clinical application of the particular experimental therapies proposed in the 
examples above, but rather to expand our thinking about the promising 
future perspective of psychosocial intervention. It is important to allow for 
the possibility of specific psychosocial approaches, to develop in association 
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with theoretically driven and scientifically based concepts and models of 
BD. So, in addition to existing methods, a new generation of more specific 
therapies may become available, focused more on promoting change rather 
than teaching coping. 
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4.9 
Psychosocial Treatments for Bipolar Disorder: 
Is There Evidence That They Work? 


Paul J. Goodnick' 


In the current scenario in which biological origins of bipolar disorder 
continue to be elucidated, and advances in pharmacological treatment are 
reported on a regular basis, it is not surprising that results of investigations 
of psychosocial treatments are not generally known, even in academic 
centres. Therefore, the review provided by Mark Bauer is quite welcome 
and timely. It is important to learn if these techniques have any role in this 
day of biological pre-eminence. For many years, it was simply assumed by 
proponents of psychodynamic psychotherapy that it must be helpful in all 
situations, including bipolar disorder, leading to development of methods 
for treatment without proven benefit [1]. Unfortunately, as in other arenas of 
psychopathology, its usefulness remains to be proven. However, at the 
same time, others with views originating from laboratory work deride any 


1 Department of Psychiatry and Behavioral Sciences, University of Miami School of Medicine, D79, 
1400 NW 10 Avenue, Miami, FL 33136, USA 


338 BIPOLAR DISORDER 


usefulness for psychosocial techniques. It becomes apparent in looking at 
current evidence that the type of results that might meet those of USA 
registration studies for pharmacological interventions are not available. 

Despite that fact, there are at least controlled studies with positive results 
in the domain of family interventions. Two different studies with a total 
sample size of over 100 patients were conducted in randomized trials. The 
results of both studies indicated the presence of clinical symptom benefits 
for a period over one year. However, neither one showed that the interven- 
tion had any impact on the degree of adherence to treatment plan [2, 3]. 
Here there are specific benefits for the clinician in that each study was based 
on a specific manual that might be obtained for application. In contrast, 
although there have been five different studies of group or psychoeduca- 
tional interventions, none were performed in randomized, controlled con- 
ditions. Therefore, the positive results of these programmes cannot be 
generalized. Despite the presence of a manual, excellent studies with inter- 
personal/social rhythms failed to show benefit [4]. 

Yet, practically all published studies have at least some positive results. 
This is not surprising, because of the reluctance to submit or accept for 
publication manuscripts with negative results. Not only that, but studies 
with more rigorous designs were equally likely to have positive results as 
those that were less stringent. Actually, in one way the negative results of 
the interpersonal rhythms trials [4, 5] may actually have useful clinical 
applications. As many manuals are available for conducting various inter- 
ventions, the clinician needs to know how to choose a modality. However, 
with most showing benefits, confusion may reign as to where to place a 
focus of training. The key focus may very well be on the clinician’s personal 
abilities to adhere and follow competently and empathically a particular 
mode of intervention. And above all, the clinician should not change modes 
of treatment due to wish to experiment, frustration, etc. Frank et al.’s 
research [4] clearly indicated that patients who did worse in maintenance 
treatment were those who were switched from one modality to another. 
Therefore, it would appear that individual psychotherapy, family-focused 
psychoeducational therapy [6], as well as cognitive-behavioural therapy 
even in challenging rapid-cycling bipolar patients [7], can all be beneficial. 
However, it is most important to be consistent for the patient. 

Where should treatment take place for bipolar patients has never been 
fully resolved. Initially, the development of lithium clinics by Fieve [8], 
which was based on a medical model, enhanced assessments and regular 
follow-up. However, it was not adopted nationally in the USA, nor, in that 
model, was the role for psychoeducation or process groups clearly defined. 
In the USA at the current time, there are two large-scale studies underway, 
one in the US Department of Veterans Affairs health care system and one at 
the Group Health Cooperative (Puget Sound), a more private treatment 
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environment, studying benefits of combinations of “access, patient educa- 
tion, and provider guidance”. The results of these two studies will be more 
applicable to the generally found treatment environment. 

As the results of psychosocial investigations involving both technique 
and environment as reported have been positive, it is yet to be determined 
as to the source of benefit. This result, when available, will help physicians, 
therapists, and patients, as well as administrators of health care, to know 
whether and which psychosocial approach to adopt and under what cir- 
cumstances to pursue it. 
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4.10 
The Impact of Adjunctive Psychosocial Treatments in Bipolar Disorder 
and the Need for a Theoretical Framework 


Andrés Heerlein! 


Despite the strong development of pharmacological strategies for the acute 
and prophylactic treatment of bipolar disorder (BD), several studies have 
shown that the incidence, frequency of relapses, comorbidity, complications 
and functional impairment of patients with BD have increased in recent 
decades [1]. Subjects with BD are prone to recurrences even when they are 
regularly maintained on lithium or anticonvulsant regimens. 90% of bipolar 
patients have thought about stopping medication several times. 50% of 
lithium responders stop taking the drug against medical instructions at 
least once in their life, and one-third try several times. 69% of individuals 
relapse within two years, and in five years only 23.4% of patients remain on 
lithium and free from episodes [1]. BD is also associated with significant 
problems in personal management, family and marital dysfunction, and 
occupational problems. 

Mark Bauer’s accurate presentation of two main psychosocial interven- 
tions in patients with BD, namely psychotherapy and “context of care”, 
shows us the significant role of an adequate psychosocial approach in this 
field. Five main reasons are mentioned supporting psychosocial adjunctive 
treatments: the high prevalence of pharmacological treatment-resistant 
cases, the frequently poor compliance, the evidence that life events may 
influence the course of BD, the high prevalence of social, family and occu- 
pational dysfunction, and the overall costs of BD. 

We would like to add another reason: according to several studies, the 
mortality of patients with BD is significantly higher than in the general 
population, not only as a consequence of the higher rates of suicide and 
accidents but also for cardiovascular or other diseases—for instance, hypo- 
thyroidism and hyperthyroidism [2, 3]. Long-term medication treatments 
can reduce by two-thirds suicides among bipolar patients [3]. With efficient 
psychotherapeutic support, an even better outcome should be expected, due 
to improved compliance, medical monitoring and psychosocial functioning. 

In the past years there has been a substantial increase in the number and 
quality of studies demonstrating the gains of adding psychosocial treat- 
ments to the medication management of BD [1, 4]. 

Several authors agree that family and marital psychoeducational inter- 
ventions and individual interpersonal and social rhythm therapy can 
enhance patients’ adherence to medications, ability to cope with environ- 


1 Departamento de Psiquiatria, Facultad de Medicina, Universidad de Chile, Av. La Paz 1003, 
Santiago de Chile, Chile 


PSYCHOSOCIAL INTERVENTIONS: COMMENTARIES 341 


mental stress triggers and social-occupational functioning [5]. A recent 
study concluded that family-focused psychoeducational treatment appears 
to be an efficacious adjunct to pharmacotherapy for BD [6]. It may also help 
to reduce the high prevalence of marital and familiar dysfunction associated 
with bipolarity. 

Interpersonal and social rhythm therapy (IPSRT) assumes that life events 
may cause disruptions in patients’ social rhythms, which can perturb circa- 
dian rhythms and sleep-wake cycles, leading to the development of bipolar 
symptoms. Administered in combination with medications, IPSRT may 
help to regularize daily routines, diminish interpersonal problems, adhere 
to medication regimens and improve overall functioning. An initial report 
could not demonstrate a significant effect of IPSRT on medication treatment 
of BD [7]. However, a recent study suggests that interpersonal and social 
rhythm therapy may be particularly useful for bipolar depression [8]. A new 
approach has recently been proposed for the treatment of BD including “the 
use of phase-specific sequenced psychotherapies delivered in variable pat- 
terns and linked to fluctuating mood states” [7]. 

Preliminary data on cognitive-behavioural therapy (CBT) for BD suggest 
that it may be helpful by increasing compliance, improving quality of life 
and functioning, facilitating recognition of early symptoms, decreasing 
relapses and depressive symptomatology [9]. CBT is the only non-pharma- 
cological therapeutic strategy that has been tested for the treatment of 
bipolar depression, and recent data suggests that it may be particularly 
useful for this kind of depression. 

Since the retrospective study of Rennie [10], several reports have indi- 
cated the importance of psychosocial factors for the onset, clinical course 
and outcome of BD. Personality variables have also been identified as 
important factors affecting pathogenesis, diagnosis, treatment response, 
outcome and mortality of these patients [11-13]. It has been suggested that 
the integrated consideration of life events and personality traits or disorders 
in specific psychosocial strategies for BD could improve significantly the 
clinical course and be very helpful in reducing relapses and mortality. Some 
preliminary studies have demonstrated specific personality traits associated 
with a poor long-term outcome in BD [12]. Nevertheless, till now life event 
and personality research have gone separate ways. An integrative view of 
the interaction between personality patterns and life events in the emer- 
gency of bipolar symptoms is needed. An interesting contribution has been 
provided by the school of Heidelberg, describing two opposed personality 
structures called typus melancholicus and typus manicus [14, 15]. According to 
this model, bipolars often have opposite traits or develop tendencies con- 
trary to unipolars in their social, occupational and family roles. Based on 
phenomenological assumptions, this model provides an integration of per- 
sonality patterns and life events in a comprehensive approach to bipolarity. 
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Kraus proposed an identity theory which considers the importance of social 
roles and other identity variables in BD [16]. 

Future research in the field of psychotherapy of BD should also consider 
outcome studies that go beyond simple pre-post comparisons, including a 
detailed model of the underlying pathogenetic mechanism which is ad- 
dressed by a therapeutic technique. No consensus has yet been found 
regarding the best psychotherapeutic strategies in BD and results are still 
rather inconsistent [17]. We therefore emphasize the necessity not only for 
systematic clinical research but also for a theoretical framework considering 
the integration of symptoms, personality patterns and life events. 
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4.11 
The Role of Psychotherapy for Treating Residual 
Symptoms in Bipolar Disorder 


Giovanni A. Fava! 


The role of psychosocial treatments is attracting increasing interest in bipo- 
lar disorder. Bauer's review analyses the very promising literature already 
available. At the same time, he calls for further research in the area, which 
has been relatively neglected compared to unipolar depression. À large 
body of evidence—reviewed in detail elsewhere [1]—has identified a sub- 
stantial residual symptomatology in patients with both unipolar and bipolar 
disorders. In bipolar illness, this residual symptomatology encompasses 
subclinical mood and anxiety symptoms, irritable mood, impaired psycho- 
logical well-being and social adjustment. Keitner et al [2] have estimated 
that, in patients who appear to have recovered, residual mania is present in 
70% of cases and residual depression in about 60%. Subsyndromal fluctu- 
ations were found to increase risk of relapse [3, 4]. Benazzi [4] suggested 
that residual symptoms in bipolar II patients may have a kindling effect and 
lead to new acute episodes. 

Also in unipolar depression, residual symptoms were found to be one of 
the strongest risk factors for relapse. In two randomized controlled trials [5, 
6], cognitive-behavioural treatment of residual symptoms was found to 
significantly improve long-term outcome of recurrent depression, by acting 
on those residual symptoms that progress to become prodromes of relapse 
[5] or by improving psychological well-being and coping skills [5, 6]. This 
has led to the development of a sequential strategy based on the use of 
pharmacotherapy in the acute phase of illness and of cognitive behavioural 
therapy (CBT) in its residual phase [7]. 

This sequential approach was recently applied to 15 patients with bipolar 
I disorder who relapsed while on lithium prophylaxis [8], despite initial 
response and adequate compliance. The residual symptoms of these pa- 
tients were treated by cognitive-behavioural methods in an open trial. A two 
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to nine year follow-up was performed. Only five of the 15 patients had a 
new affective episode during follow-up. These preliminary results suggest 
that a trial of CBT addressed to residual symptomatology may enhance 
lithium prophylaxis and improve long-term outcome of bipolar disorder. 
They are supported by another recent trial [9], which found that CBT was 
associated with statistically significant greater improvements in symptoms 
and functioning than allocation to a waiting-list control group. 

The two studies [8, 9] thus indicate that CBT may enhance the level of 
recovery in patients undergoing pharmacological prophylaxis and this may 
result in an improved outcome. Reduction of residual symptomatology may 
become a target for psychosocial efforts in bipolar disorder, together with 
psychoeducation and lifestyle changes, leading to a more enduring recovery 
than that entailed by current purely pharmacological strategies [10]. 
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4.12 
Information Processing and Self-Related Models in Bipolar Disorder 


Anne Palmer and Malcolm Adams! 


An important feature of Mark Bauer’s paper is a resurgence of interest in the 
“context of care” being regarded as a psychosocial intervention in its own 
right. In 1995, we argued for a service-based, rehabilitation model of care for 
patients with bipolar disorder (BD) [1], in which the emphasis was on 
disturbances in functioning (disability) rather than on symptomatology 
(impairment) per se. 

It has been postulated that the disability and impairment associated with 
BD depend in part on information-processing biases, with particular em- 
phasis on self-related meaning. However, until recently there were meagre 
experimental insights to aid our understanding as to whether, and if so, how 
such biases are related to mood states. While less extensive than research on 
unipolar depression or schizophrenia, there is an emerging literature indi- 
cating that patients with BD clearly process information and self-related 
meanings in different ways from the normal population, and we are now 
beginning to understand something about immediate information process- 
ing in patients with bipolar disorder. This in turn, has implications for the 
type of psychosocial intervention offered. An important question is whether 
these differences are closely related to mood state or persist when patients 
are in remission. 

Recently, a longitudinal study was conducted in which 18 patients with 
BD were tested on a series of cognitive tasks in manic, depressed and 
euthymic moods and compared to matched controls [2]. Since each partici- 
pant acted as their own control, there could be no sampling confound 
between manic and depressed states as would be the case in a cross-sec- 
tional design. Results showed that the ability to sustain attention and inhibit 
a response to a well-established set was impaired in patients with BD 
compared to controls, in each of the manic, depressed and euthymic phases. 
There was evidence that patients with BD had more trouble in manic than in 
depressed phases when re-engaging with a task following a withhold re- 
sponse. There was also some impairment of sentence memory—but at 
equivalent levels in manic and depressed states. This finding is consistent 
with many other previous demonstrations that patients with BD have def- 
icits in non-semantic processing, even when they are technically in remis- 
sion, as recently reviewed by Murphy and Sahakian [3]. 

Similarly, a recent study of euthymic BD clients demonstrated that, 
between episodes of illness, clients show similar patterns of cognitive 
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vulnerability to individuals with unipolar depression [4]. In comparison to 
healthy controls, BD clients had lower levels of self-esteem, higher levels of 
dysfunctional attitudes (particularly related to need for approval and per- 
fectionism), and poorer problem-solving skills. This is consistent with 
the findings of Collen [5] that between illness episodes patients experience 
fluctuating levels of subclinical symptomatology and that increases in the 
amplitude of these fluctuations act as an early warning sign for onset of an 
illness episode. 

Other results indicate that there are also mood-related biases. O’Curry [6] 
found that, as in unipolar depression, depressed BD patients recalled fewer 
specific memories than non-depressed people on an autobiographical 
memory task. In addition, BD patients in a manic phase recalled fewer 
negative memories than either depressed BD patients or normal controls. 
Barnard et al [2] also found differences between processing of meaning in 
depressed and manic phases. When patients with bipolar disorder were in 
manic states, discrepancies in propositional meaning [7], be they positive, 
negative or neutral, were more likely to pass unnoticed in the flow of 
ideation and more attention was paid to more general, abstract meanings 
or schema. This is consistent with the observation that rapid ideation, 
creative and “dendritic” thought patterns [8] are common, along with 
impulsive or disinhibited behaviours whose consequences are either not 
scrutinized or appraised as important in the prevailing context. 

Newman et al [9] observe that patients with BD demonstrate information- 
processing biases that look like traits (long-standing predispositions) and 
states (respond to environmental triggers and biological activation). Insofar 
as some of these biases in information processing are relatively stable, then 
returns to normal levels of symptomatology, and therefore to functioning, 
may not be realistic, and thus a context of care, rehabilitation approach will 
be an important part of the treatment package. 
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4.13 
Beyond Medications: Taking a New Look at 
Psychosocial Treatments for Bipolar Disorder 


Nancy A. Huxley’ 


Bipolar disorder is a severe, recurring or chronic group of illnesses. Its 
symptoms can be ameliorated by pharmacological treatments with varying 
success, and with highly variable types and levels of sustained disability, 
associated with both non-adherence and incomplete effectiveness of long- 
term pharmacotherapy. Such limitations of pharmacological treatments at 
both symptomatic and functional levels, combined with emerging support 
for the role of environmental factors as contributors to the expression of the 
disorder, highlight the need for additional interventions to optimize com- 
prehensive programmes of treatment and rehabilitation. As noted by Mark 
Bauer, individual, group, and family psychosocial treatments are increas- 
ingly being studied for their contributions to relapse prevention, medication 
adherence, functional improvement, modulation of the impact of life stres- 
sors, and reducing overall costs to society, and increasingly applied empiric- 
ally, even without definitive research support. 

In evaluating what we know about these treatments, it is important to 
emphasize the very limited number of studies published on the topic of 
psychosocial interventions in bipolar disorder, which stands in marked 
contrast to the much more extensive research in depression [1], schizophre- 
nia [2] and anxiety disorders [3]. To a large extent, this disparity may derive 
from the false, though evidently common, belief that bipolar disorder is a 
contraindication for psychotherapy [4]. Most of the few available studies of 
psychosocial interventions in bipolar disorder report positive outcomes, so 
far at least, regardless of the specific form of the intervention or the theory 
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behind it. However, there are no reports of studies that compared randomly 
the potential benefits of multiple types of interventions, some of which have 
been initiated for schizophrenia, for instance [5]. Moreover, it will be essen- 
tial to define which components of therapy are necessary or sufficient for 
positive outcomes. 

Mark Bauer notes common elements among the interventions studied, 
including educational and illness-management efforts. Although it seems 
intuitive that illness education and management skills are likely to be 
important to limiting risk of illness recurrence and disability, such infor- 
mation is not consistently imparted to patients in clinical practice in the 
United States. This status of psychosocial efforts for bipolar disorder may 
reflect a failure to appreciate its importance, as well as current fragmenta- 
tion in the organization and financing of medical care in this country. Many 
practising mental health clinicians are not well informed about bipolar 
disorder, and the design of many care delivery systems currently concen- 
trates on medication as the primary therapeutic intervention in bipolar 
disorder. Mark Bauer considers several ways of addressing these shortcom- 
ings in the development of comprehensive and continuous systems of care 
for bipolar disorder patients. Continued development of empirically tested 
and reproducible methods of providing psychological and rehabilitative 
care for bipolar disorder patients, their families, and primary care providers 
will certainly contribute to minimizing risks of symptomatic relapse, long- 
term disability, and the high indirect costs associated with this disorder. 

At McLean Hospital, we have developed a comprehensive group therapy 
programme for the treatment of bipolar disorder patients. Various types of 
group therapy are available, each designed specifically for bipolar disorder 
patients, with attention to illness education, relapse prevention, cognitive 
and behavioural skills, interpersonal stressors, treatment adherence, and 
vocational problems. Interventions are tailored to the evolving needs of 
specific patients. With a first-episode patient, we might focus primarily on 
illness education, relapse prevention, and discussion of reactions to having 
the illness. Later groups, instead, might focus on challenges of returning to 
work and social relations. Individual differences in patient knowledge and 
mastery of skills call for a high degree of flexibility in the design and 
implementation of treatment programmes. Moreover, there are many ser- 
ious, often limiting, challenges in securing financial support for such inter- 
ventions. 

Finally, there are still very few, if any, studies of rehabilitative or voca- 
tional interventions with bipolar disorder patients. Given the high func- 
tional disability associated with the disorder, such interventions may be 
particularly important for limiting disability, enhancing self-efficacy, im- 
proving other dimensions of outcome, and reducing indirect costs related to 
disability. Rehabilitative interventions have established efficacy with other 
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psychiatric disorders, including schizophrenia [6]. My own experience in 
leading vocational groups for bipolar disorder patients supports their value 
in increasing ability to manage workplace stress and deal with fluctuating 
moods, fears, and concerns about competency. In my opinion, a high prior- 
ity should be given to developing and evaluating such rehabilitation- 
oriented programmes as a component of comprehensive care of this group 
of common and often severe disorders, following the lead of advances in 
care for other major neuropsychiatric conditions. 
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4.14 
Adjunctive Family Treatment in Bipolar Disorder: 
Is it Useful? Is it Feasible? 


Gabor I. Keitner! 


The pendulum is still swinging. From Kraepelin’s biologically determined 
framework for the etiology and course of manic-depressive psychosis [1] to 
Frieda Fromm-Reichman’s analytic assumptions about its etiology [2], to 
recent emphasis on neurotransmitter dysregulation and the primacy of 
pharmacotherapy, there is again a recognition for the important role that 
psychosocial variables play in the evolution of bipolar disorder. Psycho- 
social treatments (individual, couples, family, group) have become more 
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refined and more clearly explicated in manuals that allow for more uniform 
and reproducible applications. A number of these psychosocial treatments 
have been tested for efficacy in carefully designed studies using method- 
ology borrowed from clinical trials of pharmaceutical agents. 

This is clearly for the good, as the pharmacotherapy of mania, and particu- 
larly of depression, leaves a large percentage of patients with significant 
residual psychopathology. It should not be a surprise to find that a chronic 
relapsing/remitting illness that undermines a patient’s security in his/her 
emotional and cognitive stability should also cause major disruptions in the 
patient’s and their significant other’s lives. If we really accept the biopsycho- 
social model of illness, then combining pharmacotherapy with individual 
and family treatment should be the norm rather than the exception. 

Mark Bauer’s comprehensive review of the literature confirms that there 
is good evidence for the usefulness of adjunctive psychosocial treatments in 
bipolar disorder. A wide range of treatments in different settings, using 
somewhat different methods, have been found to be helpful. Our research 
group in the Mood Disorders Program and the Family Research Program at 
Brown University has also been studying the impact that mood disorders 
(major depression, bipolar disorders) have on family functioning for over 25 
years [3]. 

The conceptual framework that we use for understanding the role of the 
family in psychiatric disorders, including bipolar disorder, is the McMaster 
Model of Family Functioning (MCMFF) [4]. The MCMFF attempts to under- 
stand families along six dimensions of functioning, including problem solv- 
ing, communication, roles, affective responsiveness, affective involvement 
and behaviour control. In addition to this multidimensional perspective of 
family functioning, the model has significant research applicability in that it 
has a variety of assessment instruments that allow for quantitative evaluation 
of these family dimensions from a number of different perspectives. 

The Family Assessment Device (FAD) is a self-report questionnaire filled 
out by family members that evaluates their perception of their functioning 
along the six dimensions of the McMaster Model as well as on a general 
functioning scale which assesses the overall level of family functioning [5]. 
The FAD provides an internal perspective of the families’ functioning. The 
McMaster Clinical Rating Scale (MCRS) is a seven-item rating scale of the six 
dimensions of the MCMFF as well as an overall health pathology rating 
designed to be completed by an external rater, providing a more external 
view of the families’ functioning [6]. The MCRS rating can be made using 
the McMaster Structured Interview for Family Functioning (McSIFF), a 
structured interview of family functioning designed to provide necessary 
information about the full range of family dimensions to arrive at a reliable 
and valid rating of the family [7]. All of the above instruments have been 
psychometrically tested and validated. 
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Finally, a family treatment approach, the Problem Centered Systems 
Therapy of the Family (PCSTF), has also been developed and detailed in a 
treatment manual [8]. The PCSTF is a highly structured, multidimensional 
short-term and systems oriented treatment. The integration of assessment 
instruments and a treatment programme lends this model to systematic 
clinical application, training, and research. 

In a recently completed study of the value of adjunctive family treatment 
in bipolar disorder, we randomly assigned 92 patients to receive either 
standard treatment (medications plus clinical management), or family ther- 
apy (the PCSTF) plus standard treatment, or a multi-family psychoeduca- 
tion group plus standard treatment. We wanted to know not only whether 
adjunctive family treatment was helpful in bipolar disorder but also if the 
particular format of the family intervention was important. Would families 
benefit from a form of family therapy geared to their particular concerns or 
would a more generic multi-family psychoeducational group provide simi- 
lar benefits [9]? 

Preliminary analyses of the results from this study suggest that adjunctive 
family interventions led to an increased rate of recovery from the bipolar 
episode at four and 10 months follow-up in contrast to those patients who 
received pharmacotherapy alone, although the difference was not statistic- 
ally significant. Patients receiving the PCSTF therapy had a recovery rate of 
around 42%, those receiving the multi-family psychoeducation group of 
38%, and those receiving pharmacotherapy alone of 20%. It is noteworthy 
that even with the adjunctive psychosocial intervention there was only a 
40% recovery rate in this severely ill population. The very low recovery rate 
on pharmacotherapy alone is similarly poor to results from patients with 
severe unipolar depression treated with pharmacotherapy alone. 

There is both good and bad news here. The good news is that the evidence 
does support the added benefit of psychosocial interventions in bipolar 
disorder. The availability and delivery of these treatments, however, remain 
very problematic. There are not enough well-trained therapists to provide 
tested psychosocial treatments. There is a tendency for therapists to pick up 
components of various treatment packages at brief workshops and seminars 
and then to modify them according to their belief systems and personalities. 
The treatments consequently used are not the ones tested. We have to make a 
greater effort to educate our profession about the availability of effective 
treatment models and the importance of receiving adequate training in them. 

An additional problem is the need for coordination between therapists. 
The psychiatrist, the psychotherapist and the family therapist all need to 
communicate with each other about their formulation of the patient’s prob- 
lems and their particular approach to it. This integration across treatment 
modalities is difficult because of the timing and energy involved, particu- 
larly when the time is not reimbursed. 
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A broader socio-economic and political problem is the lack of sufficient 
reimbursement for the kind of comprehensive treatment approach that is 
advocated by Bauer’s review. Health insurance companies, at least in North 
America, are disinclined to provide sufficient resources to enable patients to 
receive combined biological and psychosocial treatments from the best 
trained practitioners. More studies highlighting the cost effectiveness of 
this approach will be necessary before insurers become convinced that the 
greater upfront cost will be worthwhile in the long-term management of this 
chronic illness. 
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4.15 
Interpersonal Problems in Bipolar Disorder and 
Their Psychotherapeutic Treatment 


Carl Salzman! 


All too often clinicians who treat patients with bipolar disorder are pro- 
vided with expert information regarding psychotropic drugs, but little 
information on the non-pharmacologic aspects of treatment of this compli- 
cated disorder. Mark Bauer provides in lucid and comprehensive fashion a 
scholarly review of published studies and clinical reports regarding the 
efficacy and importance of various psychosocial techniques that have been 
used as part of the treatment of bipolar disorder. These techniques include 
psychodynamic and psychoanalytically oriented psychotherapy, family and 
interpersonal interventions, cognitive and behavioural techniques, and psy- 
choeducation. Each of these has demonstrated efficacy so that clinicians 
should be aware of their usefulness and importance. 

I would like to add yet another therapeutic approach that is based on 
clinical experience treating seriously ill bipolar patients, described in a 
clinical case report [1]. It has long been apparent to clinicians that bipolar 
disorder produces considerable stress in the marital partner, who needs to 
be aware of mood shifts, be able to identify them in their early phases, and 
assure proper treatment of the spouse if they become severe. 

The clinical dilemma facing a marital partner can be summarized as 
follows: the patient gradually becomes manic with displays of inappropriate 
and occasionally dangerous behaviour. The marital partner, recognizing 
these behaviours from previous episodes, suggests that it is time to visit 
the psychiatrist, restart medication, raise the dose, or some such therapeutic 
intervention. The manic patient denies that there is a problem, and an 
argument ensues in which the patient accuses the partner of misunder- 
standing his/her newly increased energy, optimism, enthusiasm, etc. The 
partner, on the other hand, tries to convince the patient that the elevated 
affect is really a developing manic process that needs treatment. 

This difference in perspective regarding the patient’s symptoms and the 
partner’s response commonly leads to significant marital stress and some- 
times separation and divorce. If the patient has received prior treatment, or 
if the behaviour is so disordered that the patient comes to medical attention, 
the marital partner may be called upon to provide a description of the 
pathologic affect and behaviour. At this point the patient often accuses the 
partner of colluding with the medical establishment, trying to control or 
undermine his or her creativity/exuberance/grandiosity. It is not unusual 
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at this juncture for the patient to express a wish to separate from the partner 
who is considered to be controlling, not understanding, and “a drag on the 
system”. It is also not unusual for the partner to express a wish to separate 
from the patient out of exhaustion, frustration, or anger. 

But the problems between patient and partner have only just begun. 
Assuming the patient is stabilized on medication, there comes the necessity 
for maintenance psychotropic drug treatment, and monitoring of this treat- 
ment. Since noncompliance is not unusual in bipolar patients, clinicians 
sometimes ask the partner to provide information regarding the patient's 
medication-taking behaviour. As illustrated in the reference, the patient 
may come to believe that the clinician and marital partner are then in 
collusion against him/her. If the patient is a woman and the clinician a 
man, there is the additional accusation that both men are trying to control 
the woman, suppress her assertiveness and creativity, and interfere with her 
drive towards independence and autonomy [1]. Female bipolar patients, 
while hypomanic, may leave their husbands and therapy declaring freedom 
at last from male domination. Unfortunately these flights into “freedom” 
are often short-lived as the patient’s manic behaviour continues to escalate, 
often with unfortunate results. 

In order to deal with this dilemma, an additional therapeutic strategy that 
could be added to Bauer’s excellent summary is the use of a couples 
intervention technique. The clinician openly acknowledges these dilemmas 
in the three-way setting (patient—partner-—clinician), and attempts to discuss 
them before the illness escalates. This requires an acknowledgement on the 
clinician’s part that, indeed, there may be times when information from the 
marital partner may be sought. It must be emphasized to the patient, 
however, that this is not a collusive attempt to control behaviour, but simply 
to provide an early-warning mechanism which is ultimately in the patient’s 
best interest. In some cases in which the patient is a woman, it may be 
necessary for the clinician to be a woman as well in order to avoid the 
concern of control by two men. 

Couples therapy techniques commonly employ many of the suggestions 
that are included in Bauer’s review of other psychosocial therapeutic ap- 
proaches. There is certainly a strong element of educational input to the 
couple regarding the nature of bipolar illness. There may also be psycho- 
dynamic aspects that need to be explored (as in any marriage) in order to 
determine why there are misinterpretations by the patient of the spouse’s 
behaviour (or, if the spouse is, indeed, attempting to exert inappropriate 
behavioural control). Cognitive-behavioural techniques regarding irritabil- 
ity, sleep schedules, and inappropriate behaviours may also need to be 
employed. 

In summary, the psychosocial treatments so eloquently described by 
Bauer inform an additional common therapeutic strategy for the bipolar 
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patient: couples work with patient and marital or significant partner. It has 
been my experience that without couples work, treatment of the seriously 
and recurrently ill bipolar patient may be seriously impaired by treatment 
noncompliance, distortions, and misunderstanding of each person’s com- 
munication and behaviour, and ultimately a prolongation of symptomatic 
distress. The use of couples therapy in conjunction with pharmacologic 
treatment and the other psychosocial measures described by Bauer can be 
a powerful therapeutic tool. 
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4.16 
Culture Matters Too in Bipolar Disorder 


Driss Moussaoui and Nadia Kadri! 


The biological component of bipolar disorder is unquestionable, as it is the 
case in most, if not all, mental disorders. Psychosocial aspects are, however, 
important, although usually neglected, especially in their cultural compon- 
ent. This component is clearly missing in the excellent review of Mark 
Bauer. It is true that very few studies exist in this field, and this is difficult 
to understand. As a matter of fact, bipolar disorder is a frequently encoun- 
tered condition, with a rich behavioural expression. It would be improbable 
that it does not have an important relationship to culture. This is what we 
will try to show through two examples. 

The first study we would like to mention was conducted in a sample of 
bipolar female patients in Casablanca, Morocco [1]. Forty patients hospital- 
ized for a manic episode were interviewed, as well as some of their signifi- 
cant others. The surprising result was that about 14% of the patients 
recognized that they made their living out of prostitution. The significant 
others gave information which indicated that at least double this figure had 
in one way or another activities related to prostitution. 

In a country like Morocco, where sexuality is socially highly monitored 
and controlled, this result was a surprise to us. But the significance of the 
finding is easy to understand. In a morally strict cultural environment, it is 
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unacceptable for the family to see female manic patients having extra- 
marital sexual relationships, or “liberated” behaviour such as smoking or 
going out at night. After a period of severe repression, and despite psychia- 
trists’ explaination that this is in fact a pathological behaviour, the family 
gives up, and excludes the patient. It also happens that the patient leaves the 
family because of the constant conflict his/her behaviour induces. The only 
remaining survival alternative then of unskilled and often illiterate girls is 
prostitution. With this result in hand, we paid more attention to the issue of 
sexual behaviour of female manic patients, in order to work with the 
families to avoid such social consequences of the illness. 

Another research conducted in Casablanca studied relapses during the 
fasting month of Ramadan in bipolar patients under lithium therapy [2]. 
Twenty patients were enrolled during the month of Ramadan after having 
given their informed consent. The patients were assessed four times: one 
week before Ramadan, the second and the fourth week of the fasting month 
and the first week after its end. Females represented 55% of the sample. The 
mean age was 32.1 + 7.7 years (range 21-57); the mean duration of illness 
was 7.9 + 4.0 years (range 3-16 years). The mean duration of lithium ther- 
apy was 26 + 20 months (range 3-60 months). 

The main results of the study were: 


e 45% of the sample relapsed (70% of them during the second week and 
the remaining at the end of Ramadan). These relapses had no positive 
association with plasma levels of lithium. Most of the patients developed 
a manic episode (71.4%). 

e Patients who did not relapse showed symptoms such as insomnia and 
anxiety during the second and third week of the study. 

e Side effects of lithium increased in frequency, and were observed in 48% 
of the sample, mostly mouth dryness, thirst sensation and tremor. 


Knowing that about 1 billion people in the world fast or will fast during 
their adult life, these preliminary results are of utmost importance, and more 
studies should be conducted in this field. The proposed explanation for such 
a high rate of relapse is that, most probably, the abrupt switch in social 
rhythms (e.g. in sleep, food intake, professional activity) is involved. As a 
matter of fact, fasting people usually sleep less, wake up in the night to eat 
before sunrise, eat more during the night, and have shifted working hours. 

In order to prevent relapses, according to the current state of knowledge, 
bipolar patients should avoid fasting during the Ramadan month. Although 
Mark Bauer showed that the interpersonal and social rhythm therapy 
(IPSRT) has not yet proven its efficacy [3], we advise patients who fast to 
try not to change their daily rhythms (i.e., to keep the usual pattern of sleep 
and if possible daily activities). 
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These two examples show how culture could influence the illness, and 
how a better understanding of the mechanisms involved might be of help in 
its management. Even in the most “biological” of mental disorders, psycho- 
social aspects are of great importance to help understanding and treatment. 
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INTRODUCTION 


Age and gender are increasingly identified as important variables in under- 
standing the nature and management of bipolar disorder (BD). In this review, 
we focus on the similarities and differences among the full age range from 
youth to geriatrics. Similarly, we try to identify gender differences that may 
influence our understanding of phenomenology and management. 

We provide a critical analysis of the available data, highlighting the 
importance of these variables and weighing the strength of the evidence. 
The final section summarizes the highlights of the review and the state of 
our current knowledge. 


PHENOMENOLOGY 

Gender 

Prevalence Rates 

A number of studies have found similar lifetime prevalence rates of BD 
in men and women. Epidemiological surveys have provided the most 


unbiased data, given that selection bias is less of a factor than it would 
be with clinical samples. Lifetime prevalence rates of BD derived from 
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epidemiological surveys completed in the United States, Canada, Germany, 
and New Zealand did not find an overall effect of sex on lifetime rates of BD 
[1]. Lifetime prevalence rates in the individual countries were as follows: 
0.8% in males, 1.0% in females in the United States; 0.7% in males, 0.6% in 
females in Edmonton, Canada; and 1.1% in males, 1.0% in females in 
New Zealand. The German site had an insufficient number of subjects to 
complete meaningful comparison. The National Comorbidity Survey, an 
American epidemiological study involving 8098 respondents, also found 
similar lifetime prevalence rates of BD in men (0.42%) and women (0.47%) 
[2]. 

Preliminary evidence suggests that women may be more likely than men 
to be diagnosed with BD type II. Hendrick et al [3] reviewed the medical 
charts of 131 bipolar patients seen at a specialized Mood Disorders Clinic in 
Los Angeles [3], and found that 48% of their clinic population were women, 
but that women accounted for 60% of the cases of BD type II. Although these 
differences did not reach statistical significance, they do raise the possibility 
that women may be more likely than men to suffer from BD type II. 
Contradictory evidence was reported by Szádóczky et al [4], who obtained 
data from a Hungarian epidemiological survey of 2953 adults, and found 
similar rates of BD type II in men and women. 


Age of Onset 


There has been some suggestion in the literature that women with BD may 
have a later onset of illness than men with BD [5]. For instance, Robb et al. 
[6], in a review of 69 euthymic bipolar patients, found that women were 
significantly older than men at the time of first depression (mean age 27.2 
versus 22.4 years) and first mania (25.9 versus 21.8 years). Such studies are 
hampered by their retrospective design, which cannot identify possible sex 
differences in paths of entering the medical system, or in attribution of 
behaviours or symptoms to a bipolar illness. For instance, subsyndromal 
depressive symptoms may be considered more normative in young women 
than in young men, leading to a delay in diagnosing women. As well, the 
higher prevalence rates of substance use disorders in men with BD as 
compared to women with BD may lead to a Berkson’s bias, whereby pa- 
tients (in this case men) with more than one disorder are more likely to come 
to the attention of a medical professional, and thus have any future symp- 
toms or behaviours attributed to a bipolar illness. 

An increasing number of studies, although also retrospective, have not 
found an effect of sex on age of onset of BD [3, 7-10]. Unfortunately, most of 
these studies did not provide age at the time of first mania and first 
depression. Hendrick et al [3] did provide this information, and failed to 
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show an effect of sex on age at the time of first manic or depressive episode. 
In their study, the mean age at onset of first mania was 24.4 years in men 
and 24.8 years in women. The mean age at onset of first depression was 22.5 
years in men and 21.4 years in women, a non-significant difference. Further 
evidence for a lack of sex effect on age of onset was provided by Taylor and 
Abrams [11], who subdivided patients into early- and late-onset BD based 
on a cutoff of age 30. In this group of 134 bipolar inpatients, females 
accounted for 35% of subjects in the early-onset group versus 22% of 
subjects in the late-onset group, a non-significant difference. 


Hospitalizations and Episodes of Illness 


Studies have retrospectively [3, 6, 8] and prospectively [9] compared the 
course of illness in men and women with BD. Attempts have been made at 
identifying sex differences in number of hospital admissions and episodes 
of bipolar illness. Table 5.1 summarizes the results of a number of these 
studies. Results are inconsistent, reflecting either the different methodolo- 
gies used or, more likely, evidence that sex does not appear to significantly 
impact the course of bipolar illness in terms of number of hospitalizations or 
mood episodes. The striking fact that studies do not consistently find more 
depressive episodes in women must be reconciled with the well-known 
evidence that major depressive disorder is approximately twice as common 
in women as in men [1, 12]. 


Mixed Mania 


There are a variety of definitions of mixed mania, ranging from the presence 
of one depressive symptom to a full depressive syndrome in an individual 
with a current hypomania or mania [13]. These different definitions have 
hindered comparison across studies, but a number of investigators have 
found that mixed episodes may be more common in women than men with 
BD. Using a dimensional model of number of depressive symptoms, Arnold 
et al [13], in a review of sex effects in mixed mania, suggested that as the 
definition of mixed mania involves an increasing number of depressive 
symptoms, the ratio of women to men with mixed mania increases. This 
was supported by the findings of Akiskal et al [14], who evaluated sex 
differences in pure mania (defined by an absence of depressive symptoms), 
probable dysphoric mania (defined by the presence of two depressive 
symptoms), and definite dysphoric mania (defined by the presence of > 3 
depressive symptoms) in a French multisite study involving 104 bipolar 
patients. In this study, females accounted for 58% of subjects with pure 
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mania (n = 66), 63% of subjects with probable dysphoric mania (n = 16), 
and 91% of subjects with definite dysphoric mania (n = 22). Despite no 
significant differences in “depressive temperament” between men and 
women, the authors of this study felt that these findings may be accounted 
for by a greater likelihood of women having a baseline depressive tempera- 
ment. 

Other studies have taken a more categorical approach to examining the 
role of sex in mixed mania. A comprehensive review of 17 mixed mania 
studies by McElroy et al [15] identified five studies in which women were 
more likely than men to experience mixed episodes. In these five studies, 
female patients accounted for 57-90% of subjects with mixed mania; how- 
ever, in two of these studies, females also accounted for a larger proportion 
of the total number of patients. One study in the review found that male 
patients accounted for 59% of the subjects with dysphoric mania. The other 
11 studies did not report on the sex of subjects. In a more recent study, Robb 
et al [6] identified a trend towards females experiencing more mixed epi- 
sodes during the year prior to entry into the study; however, this study 
involved a relatively small number of subjects. Overall, there is some evi- 
dence that women with BD may be more likely than men to experience 
mixed episodes, but this finding has not been consistent across all studies. 


Rapid Cycling 


There has been remarkable consistency to the finding that women are more 
likely than men to experience a rapid-cycling phase to their bipolar illness. 
This consistency across studies may be due, in part, to the consistency in 
defining rapid-cycling BD. Rapid cycling is said to occur when a patient 
experiences at least four distinct mood episodes during a 12-month period. 
Tondo and Baldessarini [16] pooled the data from 10 studies that reported 
the sex distribution of patients with rapid-cycling and non-rapid-cycling 
BD. Among the 2057 patients included, women on average accounted for 
71.7% of the cases of rapid cycling, representing a 2.5-fold difference over 
men. Of interest, rapid cycling occurred in 29.6% of all female BD patients, 
and in 16.5% of all male BD patients. Taking into account the greater 
number of female subjects in the studies produced a smaller 1.8-fold differ- 
ence. Although only six of the 10 studies found statistically significant 
differences between the percentage of women and men with rapid-cycling 
BD, nine of the 10 studies found that women numerically accounted for a 
larger proportion of rapid-cycling patients, and the only study in which 
men were over-represented only involved a total of 17 subjects. 

Two studies that were not included in the Tondo and Baldessarini [16] 
analysis both supported a sex difference in rapid-cycling BD. Wehr et al 
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[17], in evaluating 70 inpatients at the United States National Institute of 
Mental Health (NIMH), found that women accounted for 92% of the 51 
patients with a history of rapid cycling, and only 44% of the 19 patients 
without a history of rapid cycling, a significant difference. Similarly, 
in another small study, Robb et al [6] found that women accounted for 
7/8 (88%) of the cases of rapid cycling among a group of 69 bipolar pa- 
tients. 

Several different explanations for the effect of sex on rapid cycling have 
been proposed. These have included higher rates of hypothyroidism in 
women, more frequent use of antidepressants in women, and the effects of 
the menstrual cycle on mood fluctuations [5]. Leibenluft [5] summarized the 
results from eight studies (total n = 204) which examined whether hypothy- 
roidism was more common among rapid-cycling than non-rapid cycling BD 
patients. The studies were split evenly, with only four of the eight studies 
documenting a greater prevalence of hypothyroidism in rapid-cycling BD 
patients. Interpretation of the results was complicated by the fact that not all 
studies took into account relevant differences in age and duration of lithium 
treatment. If hypothyroidism were a risk factor for the development of rapid 
cycling, this would likely have a greater impact on women, given the higher 
rates of hypothyroidism in females with BD as compared to males with BD 
[7]. However, since the results are inconclusive, using hypothyroidism to 
explain the greater prevalence of rapid cycling in female bipolar patients 
remains speculative. 

As described earlier in this paper, some studies have suggested that 
women with BD may experience more depressions than men with BD. If 
true, this could potentially lead to greater use of antidepressants in women 
with bipolar depression. Furthermore, since antidepressant medications 
have been implicated in the induction and maintenance of rapid cycling 
[17-19], greater use of antidepressants in women with BD has been pro- 
posed as an explanation for higher rates of rapid cycling. No studies have 
yet tested this hypothesis, and therefore the possibility that greater use of 
antidepressants by women can explain higher rates of rapid cycling remains 
an interesting, but untested theory. 

In a further attempt to understand sex differences in rapid cycling, Wehr 
et al [17] evaluated whether the menstrual cycle or menopause had any 
effect on rapid cycling. Among 47 women with rapid cycling, only five 
(11%) experienced mood cycles which were similar in duration to their 
menstrual cycle. Three of these subjects were followed prospectively. In 
two, the similarity between mood and menstrual cycles was not sustained, 
and the third subject continued to cycle during pregnancy. In 23/47 (49%) 
subjects, the rapid-cycling course of illness began or continued during 
menopause. Overall, these preliminary results do not support the notion 
that rapid cycling in women is related to hormonal fluctuations. 
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Bipolar Disorder across the Reproductive Life Cycle 


Pregnancy. Pregnancy, the postpartum period, and menopause are each 
stages of the reproductive life cycle that may impact bipolar illness. Some 
have suggested that pregnancy may be a time in which women with BD 
experience a relief from their mood symptoms. However, this opinion has 
not been conclusively supported by the available evidence. Most notably, 
Blehar et al. [7] closely examined the timing of pregnancy and emotional 
problems in 51 women with BD type I, and found that 19/51 (37%) reported 
mood episodes during their pregnancy, and 7/51 (14%) reported mood 
episodes during both pregnancy and the postpartum period. During their 
pregnancy, 7/51 (14%) of the women reported a manic episode, and 3/51 
(6%) were hospitalized. Although preliminary, these results suggest that 
pregnancy may not be protective in terms of mood episodes in women with 
BD. 


Postpartum. The postpartum period has been well established as a time of 
high risk for women with BD. Nonacs and Cohen [20] reviewed a number of 
studies, and found that women with BD had a 20-50% risk of relapse during 
the postpartum period. The risk of postpartum relapse appears to be even 
higher in women with a past history of postpartum psychosis. The strongest 
evidence for these findings comes from a well-designed study, in which 
Kendell et al [21] linked the Edinburgh Psychiatric Case Register to the 
Scottish maternity discharge database. This study encompassed 54 087 child- 
births over an 11-year period, and also obtained information about prior 
psychiatric admissions. Among all women, a psychiatric admission with 
psychosis during the first 90 days after childbirth was 14.3% more likely 
than before childbirth. The most striking finding of this study was the degree 
to which a diagnosis of manic-depressive illness increased the risk of post- 
partum psychosis. Among the 486 women who had a prior psychiatric 
admission for manic-depressive illness, manic or circular type, 21.4% re- 
quired an admission in the first 90 days postpartum. This was significantly 
greater than the risk in women with a history of schizophrenia (3.4% risk) or 
depressive neurosis (1.9% risk). 

In an interesting study, Davenport and Adland [22] found that men with 
BD whose wives were pregnant or recently gave birth, are also at high risk 
of relapse. Fifty percent of the 40 male subjects experienced mood episodes 
during this time, raising explanatory models involving sleep changes or 
psychological stress. 


Menopause. The effect of menopause on the course of BD has not received 
much research attention, and what has been reported has been contradict- 
ory [5]. In a recent study by Blehar et al [7], the effect of menopause on 56 
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postmenopausal women with BD type I was evaluated. Eleven women 
(19%) reported emotional problems in relation to menopause, most com- 
monly depression (13%), followed by mania (4%) and anxiety/agitation 
(4%). No control groups were involved in the study, which makes the 
interpretation of these results difficult. Ideally, studies of the effect of 
menopause on women with BD should involve longitudinal evaluations, 
spanning the years prior to, during, and after menopause. 


Children and Adolescents 
Prevalence Rates 


Many patients with BD experience their first symptoms during childhood or 
adolescence. In a survey of members of the National Depressive and Manic- 
Depressive Association in the United States, 59% endorsed experiencing 
“signs of the illness” prior to the age of 20 [23]. Reviewing the charts of 
200 patients with manic-depressive illness, Loranger and Levine [24] found 
that 20% of the patients had experienced their first symptoms by age 20, and 
12.5% had already been hospitalized by that age. Supporting these findings, 
Lewinsohn et al [25] identified a 0.94% lifetime prevalence rate of BD among 
a community sample of 1709 older adolescents. Overall, the data suggests 
that, for a large number of bipolar patients, the illness will onset during their 
youth. 

Rates of BD among clinical populations of youth vary greatly across 
studies, most of which may be accounted for by methodological differences. 
A study using the Danish national psychiatric case register found that only 
1.2% of child psychiatry inpatients had manic-depressive psychosis [26]. In 
contrast, among 262 consecutive referrals to a pediatric psychopharmacol- 
ogy clinic in Boston, 16% met DSM-III-R criteria for mania [27]. Overall, 
despite a difference in reported prevalence rates, there is general consensus 
that BD can and does exist in children and adolescents, and furthermore, 
that it leads to marked impairment in functioning. 


Effect of Bipolar Disorder on Psychosocial Functioning 


The onset of a bipolar illness can have a devastating effect on the overall 
functioning of a child or adolescent. Two Canadian studies, both reported 
by Kutcher and colleagues, examined the premorbid functioning of 44 
adolescents with BD type I, and found that 90% had average or excellent 
peer relationships, 64% had good to excellent secondary school achieve- 
ment, and 72% had good to excellent academic work effort [28]. A post- 
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onset of illness assessment of functioning in these same subjects found a 
marked deterioration in academic achievement, work effort, peer relation- 
ships and extracurricular involvement [29]. Similar results have been shown 
in prepubertal and early adolescent bipolar populations. Geller et al found 
that 93 prepubertal and early adolescents with BD had significantly poorer 
psychosocial functioning in a variety of spheres, including maternal, pater- 
nal and peer relationships, as compared with 81 children with attention 
deficit hyperactivity disorder (ADHD) or 94 community controls [30]. 


Bipolar Symptoms in Youth versus Adults 


Differences in the symptomatic expression of BD in youth versus adults 
have not been consistent across studies. For instance, Ballenger et al [31] 
found psychotic symptoms to be more common among manic patients 
under the age of 21 as compared to manic patients over the age of 30, yet 
McElroy et al [32] in a larger, more recent study, found that adolescents had 
fewer psychotic features during mania than adults. There has been more 
consistency in the findings that youth with BD appear to have higher rates 
of mixed mania [32-34] and rapid or ultra-rapid cycling [33]. Of interest, an 
Indian study found that 21 youth with DSM-III-R diagnosed BD had presen- 
tations that were very similar to adults with the illness. The most common 
symptoms among the youth with mania were psychomotor agitation 
(100%), reduced sleep duration (90%), and pressure of speech (90%). 
Rapid cycling was only evident in 19% of the youth, and none had a 
comorbid diagnosis of ADHD [35]. 

Fewer studies have examined differences in the symptomatic expression 
of bipolar depression. Goodwin and Jamison [36] summarized the results of 
several studies, and showed that youth with bipolar depression were sig- 
nificantly less likely to experience anhedonia, morning worsening, fatigue, 
anorexia, hopelessness, agitation, psychomotor retardation, and definite 
delusions as compared with adults. On the other hand, youth with bipolar 
depression were significantly more likely than adults to have a depressed 
appearance, poor self-esteem, somatic complaints, and hallucinations. 


Phenomenology of Early-onset versus Late-onset Bipolar Disorder 


In an attempt to identify subtypes of BD, a number of investigators have 
compared phenomenology based on different age of onset. Complicating 
the interpretation of results is the lack of an agreed upon definition of early 
versus late age of onset. A French study compared 58 bipolar patients with 
an early onset of illness (before age 18) to 39 bipolar patients with a late 
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onset (after age 40). The early-onset patients were more likely to have 
psychotic symptoms (47% vs. 26%), mixed episodes (30% vs. 6%) and 
comorbid panic disorder (21% vs. 3%), and were less likely to respond to 
lithium (43% vs. 64%) [37]. Using data from the Suffolk County Mental 
Health Project, Carlson et al [38] completed a two-year prospective study of 
patients admitted with an index episode of psychotic mania. They compared 
patients whose BD began prior to age 21 (N = 23) to those whose BD began 
after age 30 (N = 30). Patients with an early onset were more likely to be male 
(70% vs. 27%), and have greater psychopathology as evident by higher rates of 
substance use disorders (70% vs. 30%), paranoia (100% vs. 80%), childhood 
behavioural problems (61% vs. 10%), and lower likelihood of achieving re- 
mission (10% vs. 41%). In contrast, a long-term follow-up study of bipolar 
patients discharged from a residential treatment facility [39] found a similar 
outcome in 35 adolescent-onset patients (current mean age of 45 years) as 
compared with 31 adult-onset patients (current mean age of 56 years). 

An early age of onset has also been linked with greater psychosocial 
impairment. The previously mentioned survey of the United States National 
Depressive and Manic-Depressive Association found that participants whose 
illness began prior to age 20 had a significantly higher likelihood of school 
dropout (55% vs. 23%), financial difficulties (70% vs. 54%) or of not being 
married (58% vs. 47%) [23]. The differences in illness characteristics between 
youth- versus adult-onset BD can be attributed either to the possibility that an 
earlier age of onset signifies a more severe biological form of the illness, or that 
an earlier onset interrupts psychosocial development. Deciphering the rela- 
tive contribution of each of these possibilities will be difficult. However, both 
factors are likely involved in explaining the consistent findings that an earlier 
age of onset tends to be associated with greater overall psychopathology and 
impairment. These findings make it even more important that youth with BD 
receive appropriate treatment for their illness, both in terms of psychophar- 
macological management, as well as non-pharmacological treatments that 
promote psychosocial development. 


Predicting the Switch from Unipolar to Bipolar Disorder 


Several prospective studies have attempted to identify risk factors that can 
be used to predict the development of BD in youth with depression. Strober 
and Carlson [40] examined 60 adolescents prospectively for 3-4 years 
following a hospitalization for depression, and compared characteristics of 
the 12 patients who developed BD to the 48 patients who did not. Adoles- 
cents who developed BD were more likely to have a shorter duration of 
onset of symptoms, severe depressed mood, self-reproach, bodily concerns, 
diminished concentration, psychomotor retardation, mood-congruent delu- 
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sions, hallucinations, a positive family history of BD, and pharmacologically 
precipitated hypomania. The cluster of psychomotor retardation, psychosis, 
and a rapid onset of symptoms characterized 67% of adolescents who 
developed BD, but only 4% of adolescents who did not. A 2-5 year pro- 
spective study by Geller et al [41], involving 79 children with major depres- 
sion, supported the finding that a strong family history of major affective 
disorder (defined as either > 3 first or second degree relatives, or three 
generations with a major affective disorder) predicted subsequent switching 
to BD. A small Japanese study prospectively examined youth that experi- 
enced their first depressive episode between the ages of 10 and 15. Twelve 
youth subsequently developed BD. Psychotic symptoms were present 
during the depression in 10/12 of these subjects, and 6/12 had a positive 
family history of mental illness [42]. Overall, accumulating evidence has 
identified several risk factors that increase the likelihood of switching from 
depression to mania. These include a positive family history of mood 
disorders, antidepressant-induced hypomania, and the depression being 
characterized by a rapid onset, with accompanying psychosis and psycho- 
motor retardation. 


Medication-induced Mania 


A number of psychotropic medications have been linked to induction of 
manic symptoms in youth with or without BD. Table 5.2 lists the medica- 
tions that have been associated with precipitating or worsening of manic 
symptoms. Caution should be used when prescribing these medications to 
youth, and patients should be closely observed for evidence of possible 
induction of mania [43-54]. 


Prognosis 


A number of long-term, prospective studies have now been published 
which help to elucidate the prognosis for youth with BD. Each of these 


TABLE 5.2 Medications associated with induction of manic symptoms 


Medications Reference 
Tricyclic antidepressants 43-46 
Selective serotonin reuptake inhibitors 47-49 
Monoamine oxidase inhibitors 50 
Carbamazepine 51, 52 
Guanfacine (an a-2 adrenergic agonist) 53 


Methylphenidate 54 
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studies has yielded important data, yet results continue to vary greatly. Ina 
naturalistic, five-year follow-up of 54 consecutively admitted adolescents 
with BD, Strober et al [55] observed that the pattern of outcome for these 
patients was compatible with a remitting illness, and was similar to the 
outcome of adult patients with BD. Table 5.3 summarizes the results of this 
study. Overall, only 4% of subjects did not achieve recovery from the index 
episode at any time during follow-up. Forty-four percent of subjects who 
recovered went on to relapse at some point during the five years of follow- 
up. Suicide attempts that required medical attention occurred in 20% of the 
adolescents. The notion that recovery from an episode of BD is the rule 
rather than the exception is supported by the findings of an Indian study 
which prospectively examined 30 youth with bipolar disorder over a period 
of 4-5 years [56]. All 30 of the subjects recovered from their index episode. 
However, 20/30 (67%) relapsed during the period of follow-up. 

A very different assessment of prognosis is provided by Geller et al [57], 
who evaluated 93 prepubertal and early adolescents (mean age 10.9 years) 
with current mania or hypomania over the course of six months. At six 
months, only 13/91 (14%) of patients had recovered from the index episode 
of mania, and half of these “recovered” patients (6/13) were experiencing a 
depression. At one-year follow-up, only 37% recovered from the index 
episodes, and of those that did recover, 38% relapsed [58]. Only 51% of 
these subjects were receiving an anti-manic medication; therefore, these 
results do not necessarily reflect response to treatment. The different find- 
ings across studies may be the result of differences in age groups and length 
of follow-up. However, it is also likely that BD in youth is a heterogeneous 
phenomenon, resulting in varying degrees of chronicity or relapse. 

Youth with BD appear to be at high risk of suicide. In a comparison of 
adolescent suicide victims (n= 27) to adolescent suicidal inpatients 
(n = 56), Brent et al [59] found that the rate of BD was disproportionately 
higher in the suicide victims (22%) as compared to suicidal inpatients 
(5.4%). Strober et al [55], in the previously described study, found that 


TABLE 5.3 Outcome of adolescent bipolar disorder 


Median time Cumulative Cumulative 
Type of mood N (% of to recovery probability of probability of 
episode at total study from index recovery through relapse during 
time of entry population) episode the first 20 weeks course of study 
Manic 20 (37%) 9 weeks 90% 42% 
Mixed 10 (19%) 11 weeks 80% 40% 
Depressed 14 (26%) 26 weeks 43% 38% 
Rapid cycling 10 (19%) 15 weeks 60% 60% 


Adapted from Strober et al [55]. 
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20% of adolescents with BD attempted suicide within a five-year period. A 
study by Lewinsohn et al [25] found a history of suicide attempts to be much 
more common among adolescents with BD (44%) than among adolescents 
with major depressive disorder (22%) or healthy controls (1%). These stud- 
ies show that adolescents suffering from BD are at considerable risk of 
suicide, and therefore clearly require ongoing close clinical observation for 
suicide risk. 


Comorbidity 


Children and adolescents with BD frequently present with additional or 
comorbid psychiatric syndromes that may impact on treatment or outcome. 
Whether the presence of a comorbid syndrome represents a true second 
clinical entity, rather than a variation of the “phenotype” of the underlying 
bipolar illness remains unclear. 

In a group of 34 adolescents hospitalized for mania, West et al [60] found 
that 86% met criteria for an additional psychiatric disorder. The most 
common comorbidity was attention deficit hyperactivity disorder (ADHD) 
(69%), followed by substance use disorders (39%), anxiety disorders (31%), 
Tourette’s syndrome (8%), and bulimia nervosa (3%). Focusing on person- 
ality disorders, Kutcher et al. [61] determined that among 20 euthymic 
adolescents with BD, 35% met DSM-III-R criteria for a personality disorder. 
Borderline and narcissistic personality disorders accounted for the majority 
of the diagnosis, each being present in 15% of the adolescents. There is 
limited available data on the presence and significance of other comorbid 
diagnoses in youth with BD. Various reports have identified elevated rates 
of pervasive developmental delay [62] and Tourette’s syndrome [63] in 
bipolar youth. Replication is required to validate the findings of these 
preliminary studies. The following sections will focus on comorbidity of 
two conditions that have received the most attention in the literature: 
ADHD and conduct disorder. 


Attention Deficit Hyperactivity Disorder (ADHD) 


A growing body of literature has examined the comorbidity of ADHD in 
children and adolescents with BD, yet many questions remain unanswered. 
First and foremost, the question whether children with ADHD are being 
misdiagnosed with mania remains a topic of ongoing debate. Two large 
studies of children with mania found rates of comorbid ADHD above 90% 
[64, 65]. Among adolescents with BD, rates of comorbid ADHD have ranged 
from 22 to 88% [66]. The distinction between these two syndromes is made 
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difficult by the overlap in symptoms such as hyperactivity, distractibility, 
rapid speech, and overall functional impairment that often accompanies 
both diagnoses. 

Biederman and colleagues in Boston have argued that many children who 
are diagnosed with ADHD may in fact be suffering from an early form of 
BD [67]. This view is indirectly supported by the recent finding that adult 
BD patients with a childhood history of ADHD retrospectively appear to 
have an earlier age of onset of affective episodes (mean age = 12.1 years), 
as compared to adult BD patients without a childhood history of ADHD 
(mean age = 20.0 years) [68]. Others have argued that manic symptoms 
represent a non-specific measure of psychopathology and that children and 
early adolescents with manic symptoms should not necessarily be diag- 
nosed with BD [69]. Carlson et al [66] have proposed that manic symptoms 
in youth be viewed in a similar manner to psychotic symptoms and schizo- 
phrenia. That is, that manic symptoms may be evidence of BD in some 
individuals, but that there may be other etiologies of the manic syndrome. 
Despite the debate over nosology, there is general agreement that the 
magnitude of the comorbidity is staggering. 


Conduct Disorder 


Prevalence rates of conduct disorder among bipolar youth have been 
reported as 41-69% [70-72]. The study by Kovacs and Pollock [71] found 
that, among 8—13-year-old bipolar youth, the presence of conduct disorder 
was associated with fewer number of mood episodes, but more time spent 
symptomatic. This study, and a separate one by Biederman [73], both found 
higher rates of parental substance abuse amongst bipolar youth with comor- 
bid conduct disorder, an interesting finding which suggests some degree of 
overlap across different diagnostic entities. Similar to the debate as to the 
relationship between BD and ADHD, questions remain as to whether con- 
duct disorder in bipolar youth represents a separate illness, or a manifest- 
ation of the BD itself. 


Elderly 


The clinical presentation of BD in old age is influenced by its close association 
with a heterogeneous group of neurologic disorders, especially cerebrovas- 
cular disease [74, 75]. Hence, cognitive dysfunction is also a prominent 
feature in most descriptive studies of mania in the elderly [76]. Even when 
compared to age-matched depressives, elderly manic patients demonstrate 
greater cognitive impairment [77]. The higher Hachinski scores found in this 
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subgroup also reflect the high prevalence of underlying cerebrovascular path- 
ology. Moreover, the cognitive dysfunction associated with manic syndromes 
in old age does not tend to remit with treatment as in depressive pseudode- 
mentia [78, 79]. This suggests that cognitive dysfunction in this group is more 
than a deficit in attention and concentration. In a follow-up study of five to 
seven years, Dhingra and Rabins [79] reported scores of less than 24 on the 
Mini-Mental State Examination (MMSE) in almost one-third of their elderly 
manic subjects. Despite the high prevalence of cognitive impairment and the 
original observation of high first admission rates for mania in old age, the 
original speculation that this syndrome heralded the onset of a degenerative 
dementia [80] has not been borne out by outcome studies. Nonetheless, since 
Alexopoulos et al [81] found a high prevalence of irreversible dementia in 
longer term follow-up of depressive pseudodementia patients, this suggests 
that longer term prospective follow-up in manic patients may be necessary. 

The neurologic literature running parallel to studies of bipolarity in 
psychiatric journals has focused on the clinical phenomenon of “disinhibi- 
tion” [82]. Disinhibition syndromes include criteria virtually identical to 
those of a manic episode described in DSM-IV [83]. The signs and symptoms 
include the same features of irritability, euphoria, grandiosity, hyperactiv- 
ity, pressure of speech as well as perceptual abnormalities including hallu- 
cinations with paranoia [74]. However, the evidence for this is based 
exclusively on individual case reports and case series. 

Except for the extent of cognitive dysfunction, the type and range of manic 
symptoms in the elderly is very similar to mixed age samples but tends 
towards lower severity and intensity [84-86]. Using the Mania Rating Scale, 
Young [86] found a low association between age and factors such as activity- 
energy, libido and motivation. An earlier impression that elderly bipolars 
present with more mixed episodes [87] has not been substantiated in recent 
studies. Because of the treatment implications, especially for the use of 
divalproex [88], this is an important phenomenologic issue that remains to 
be pursued. While etiological factors may differ, the phenomenology of 
mania in older subjects remains similar to adults, but attenuated. 


MANAGEMENT 

Gender 

Efficacy of Mood Stabilizers 

Possible sex differences in response to treatment with mood stabilizers 


have been an understudied area, especially with regards to the anticonvul- 
sant medications. Recent large efficacy studies of divalproex [89, 90] and 
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lamotrigine [91] did not report efficacy data based on the participant’s sex. 
In contrast, possible sex differences in response to treatment with lithium 
have been more extensively described. Viguera et al [92] reviewed 17 lithium 
studies (total n = 1548 patients) which reported efficacy data for both women 
and men. Most, but not all studies exclusively involved subjects with BD. 
Response to treatment with lithium was reported in 684/1043 (65.6%) 
women and 308/505 (61.0%) men, a non-significant difference. Similar results 
were found in studies involving only bipolar patients, with response rates of 
64.1% for women and 61.5% for men. This review provides quite strong 
evidence that response rates to lithium do not appear to be altered by sex. 


Mood Stabilizers in Pregnancy 


Decisions regarding treatment of BD during pregnancy must balance the 
risks associated with untreated depression or mania versus possible terato- 
genic effects of mood-stabilizing medications. To complicate matters fur- 
ther, the considerable ethical and clinical challenges of conducting 
prospective, randomized medication trials during pregnancy have meant 
that clinicians must rely on non-randomized, often retrospective data to 
inform clinical decision making. Studies in this area have tended to focus 
on determining the potential risks of treatment with mood stabilizers, but 
little data is available on the potential efficacy of these medications during 
pregnancy. The little available information has focused on lithium. Viguera 
et al [93] retrospectively determined the risk of recurrence after lithium 
discontinuation in 42 pregnant and 59 non-pregnant women. This study 
also included nine women who chose to continue lithium during the course 
of their pregnancy and postpartum period. During the first 40 weeks of 
follow-up after lithium discontinuation, a recurrence occurred in 22/42 
(52.4%) of pregnant women and 34/59 (57.6%) of non-pregnant women. 
None of the nine women who continued lithium treatment had a recurrence 
during pregnancy. Among the women who discontinued lithium and did 
not experience a recurrence during the first 40 weeks of follow-up, a recur- 
rence occurred during weeks 41-64 in 14/20 (70%) of the postpartum 
women and in 6/25 (24%) of the women who had not been pregnant. Of 
importance, 3/9 women who continued lithium during pregnancy did 
eventually experience a recurrence during the postpartum period. The 
authors concluded that pregnancy appeared to be “risk neutral”, that is 
that pregnancy did not provide any protection from relapse following 
lithium discontinuation. The efficacy of the anticonvulsant medications 
during pregnancy has not been studied. 

The possible teratogenic effects of mood stabilizers have been known for 
years. Early findings from a voluntary reporting, cross-national database of 
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babies exposed to lithium in utero were critical to alerting clinicians about 
the possible teratogenic effects of lithium. The greatest concern became the 
apparent elevated risk of Ebstein’s anomaly, a rare cardiac malformation, 
which occurred in 6/225 (2.7%) of infants exposed to lithium [94]. Although 
the limitations of a voluntary reporting system were apparent, this reported 
risk of Ebstein’s anomaly became the established risk. In recent years, a 
number of studies of infants exposed to lithium in utero have not replicated 
the elevated risk of Ebstein’s anomaly, although they do continue to show 
higher risk of congenital cardiovascular abnormalities, with rates 10-20 
times higher than that of the general population [95]. It has been suggested 
that all mothers who continue to take lithium during pregnancy should 
have a detailed ultrasound to rule out major congenital abnormalities. 
Furthermore, lithium levels in the mother should be tested every 14 
weeks during pregnancy and even more frequently around the time of 
delivery to limit the risk of maternal, and therefore fetal, lithium toxicity. 

In utero exposure to the anticonvulsants valproic acid and carbamazepine 
has been associated with elevated rates of neural tube defects. These rates 
are highest if exposure occurs during the first trimester, when the fetal 
nervous system is developing. In women with epilepsy, the risk following 
exposure to carbamazepine is 0.5-1.0% [95], and the risk following exposure 
to valproic acid is 1-2% [96]. These rates may be lowered if women take 
prophylactic high-dose folic acid prior to conception. It has also been rec- 
ommended that all women who take valproic acid or carbamazepine during 
pregnancy be screened for neural tube defects with ultrasound and blood 
levels of a-fetoprotein [96]. In utero exposure to valproic acid and carbama- 
zepine has also been associated with an increased risk of dysmorphic 
features and developmental delay [94], although further studies are needed 
before the extent of this risk can be determined. 


Mood Stabilizers during the Postpartum Period 


In the area of mood stabilizer use during the postpartum period, most of the 
research attention has gone to determining the potential risks of using these 
medications while breastfeeding. The studies of mood stabilizers that have 
attempted to quantify the potential benefits during the postpartum period 
have again been focused on lithium. Cohen et al [97] retrospectively deter- 
mined the postpartum course in 27 women with BD, 14 of whom were 
taking prophylactic mood stabilizers. All of the women had been diagnosed 
with recurrent episodes of BD. Among the 14 women receiving medications, 
nine were taking lithium monotherapy, four were taking lithium in com- 
bination with other psychotropics, and one was taking carbamazepine 
monotherapy. During the three months following delivery, a recurrence of 
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affective instability occurred in 1/14 (7.1%) of the women taking prophylac- 
tic mood stabilizers, and in 8/13 (61.5%) of the women not receiving medi- 
cations. An earlier report by Stewart et al [98] also found lithium to have 
prophylactic effectiveness during the postpartum period. Overall, it has 
been estimated that treatment with lithium during the final stages of preg- 
nancy and into the postpartum period can reduce by 5-fold the risk of a 
postpartum relapse [99]. 

All mood stabilizers, antidepressants, and neuroleptics are passed into 
breast milk. Therefore, a detailed risk-benefit assessment must be completed 
prior to nursing mothers receiving any of these medications. This section 
will focus on what is known about the use of mood stabilizers. Both the 
psychiatric and neurological literatures provide numerous case reports and 
case series of mother/infant pairs who have been treated with lithium, 
valproic acid, carbamazepine, and lamotrigine. Excellent reviews regarding 
the relevant pharmacokinetic [100] and clinical [101] factors have recently 
been published. Overall, none of the mood stabilizers have been shown to 
be uniformly safe for nursing infants, although no adverse effects were 
found in the majority of reported cases. Specific adverse effects that have 
been documented include toxicity in infants exposed to lithium [101], 
thrombocytopenia in an infant exposed to valproic acid [102], and hepatic 
dysfunction in infants exposed to carbamazepine [103, 104]. Unfortunately, 
the paucity of data precludes global recommendations: decision making 
must rely on a detailed risk-benefit evaluation by the clinician and parent. 
Consideration should be given to alternatives to breast feeding but, if the 
decision is made to breastfeed, the health of the infant must be closely 
monitored, with early intervention if he or she appears unwell or develops 
any adverse effects. 


Sexual Side Effects 


There is growing literature on the issue of sexual side effects in patients with 
unipolar depression or anxiety disorders who are treated with antidepres- 
sants. Far less is known regarding these side effects in patients treated for 
BD, and there is little data on sex differences in this regard. Case reports and 
small studies [105-107] have documented sexual dysfunction in both men 
and women treated with lithium. Ghadirian et al [108] assessed for sexual 
dysfunction 45 male and 59 female bipolar outpatients receiving treatment 
with lithium. Overall, 42% of men and 25% of women reported some degree 
of sexual dysfunction. However, only 14% of the patients on lithium mono- 
therapy reported sexual dysfunction. Patients taking a combination of lith- 
ium and benzodiazepine had the highest likelihood of sexual dysfunction 
(49%). 
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The possibility of sexual side effects occurring in bipolar patients receiving 
anticonvulsants has not been studied. The epilepsy literature does provide 
preliminary evidence that use of anticonvulsants can produce sexual side 
effects. Carbamazepine, through induction of liver enzymes, may lower 
levels of testosterone in men, leading to decreased sexual interest [109]. 
One case report described male infertility presumably caused by treatment 
with valproic acid [110]. Further studies are needed to confirm these findings. 


Weight Gain 


Many of the mood stabilizing medications carry a risk of inducing weight 
gain. This side effect appears to be most prominent in patients taking 
lithium, valproic acid, carbamazepine, or the atypical antipsychotics. Few 
studies have examined differences in medication-induced weight gain 
based on the sex of the patient. Elmslie et al [111] evaluated the weight of 
445 healthy controls and 89 euthymic bipolar patients on a variety of 
medications. They found that female patients were less likely than female 
controls to be at a healthy weight (37% vs. 62%), but that the likelihood of 
male patients being at a healthy weight was similar to male controls (52% vs. 
47%). However, both male and female patients had significantly greater 
mean waist : hip ratio than their healthy counterparts, signifying greater 
central obesity in the bipolar patients compared to healthy controls, irre- 
spective of sex. Given that central obesity has been linked to higher risk of 
cardiovascular disease and diabetes, the side effect of weight gain must be 
monitored for in all bipolar patients. 


Polycystic Ovary Syndrome 


Women who receive treatment with valproic acid may be at higher risk of 
developing polycystic ovary syndrome (PCO). A Finnish study by Isojarvi et 
al [112] evaluated 29 women with epilepsy who were taking valproic acid 
monotherapy. They found that 13/29 (45%) of the women had some form of 
menstrual disturbance, and 10/23 (43%) had evidence of PCO on ultra- 
sound. The risk was especially high in women who began treatment with 
valproic acid prior to age 20, with 80% having polycystic ovaries or elevated 
serum testosterone, a marker for PCO. Among the 12 women taking a 
combination of valproic acid and carbamazepine, 3/12 (25%) had some 
form of menstrual disturbance, and 2/12 (17%) had evidence of PCO. In 
comparison, menstrual disturbances were less likely to occur in women 
taking carbamazepine monotherapy (23/120, 19%) or healthy controls 
(8/51, 16%). A recent study by Rasgon et al [113] examined 10 women 
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with BD taking divalproex sodium, and did not identify any women with 
PCO, although 6/10 (60%) of the women did have some type of menstrual 
disturbance. Given that both studies involved a small number of women 
taking valproic acid, and had conflicting results, the true risk of PCO in 
women taking valproic acid remains unknown. A reasonable suggestion for 
monitoring of women taking valproic acid has been to obtain a baseline 
menstrual history and encourage charting of the menstrual cycle, with any 
significant changes prompting a work-up for possible PCO [114]. 


Children and Adolescents 


As is the case with other mental disorders that occur in both adults and 
youth, the majority of the evidence used to make treatment decisions for 
bipolar youth is based on studies of adult bipolar populations [115]. Given 
this fact, it is not surprising that youth with BD tend to receive similar 
treatment as adults with BD. This was shown by Carlson et al [66], who 
found no significant differences in the medications prescribed for psychotic 
mania in 15-20 year olds, as compared with patients over the age of 30. Of 
note, they also found similar rates of non-compliance to treatment, with 45% 
of adolescents and 41% of adults over age 30 discontinuing medications 
during a four-year follow-up period. 

In recent years, a growing body of literature has emerged that informs 
the treatment of youth with BD. Most of the studies have focused on the 
treatment of mania, with little attention paid to treatment options for 
the depressive phase of the illness. This once again parallels the adult 
literature. The following sections will review the available information on 
the treatment of bipolar youth with lithium, anticonvulsants, and antipsy- 
chotics, as well as the treatment of bipolar depression. 


Lithium 


Lithium has been prescribed to youth for a variety of reasons since the late 
1950s [116]. Dozens of case reports and case series involving the use of 
lithium in both children and adolescents have been published. In general, 
these reports lack the rigorous methodology needed to allow for evidence- 
based treatment decisions to be made. In recent years, several publications 
have expanded our knowledge about the use of lithium for the treatment of 
BD in youth. 

In a non-blinded study, Kowatch et al [117] randomly assigned 42 outpa- 
tients (ages 8-18 years) with BD type I or II in a current manic or mixed 
episode to six weeks of treatment with lithium, divalproex sodium, or 


EFFECTS OF GENDER AND AGE: A REVIEW 379 


carbamazepine. Using a 50% decrease in the Young Mania Rating Scale 
(YMRS) as the primary outcome, they found that 5/13 (38%) of those treated 
with lithium achieved a response. This was not significantly different from 
the rates of response achieved with divalproex sodium (8/15, 53%) or 
carbamazepine (5/13, 38%). When improvement of 1 or 2 on the Clinical 
Global Impression (CGI) scale was used as the outcome, 46% of patients on 
lithium responded, as did 40% of patients on divalproex sodium, and 31% 
of patients on carbamazepine. 

In the only randomized, double-blind, placebo-controlled study of lith- 
ium for the treatment of adolescents with BD, Geller et al [118] evaluated 25 
adolescents with BD and secondary substance dependency over the course 
of six weeks. Mean age was 16.3 years, mean age of illness onset was 9.6 
years, and mean age of onset of substance dependency was 15.3 years. 
Outcome measures included response as defined by a score on the Chil- 
dren’s Global Assessment Scale (CGAS) of > 65, as well as positive random 
weekly urine drug testing. At endpoint, adolescents receiving lithium were 
found to have a significantly greater improvement on the CGAS, as well as 
having significantly fewer positive urine drug tests. Using categorical out- 
comes, 6/13 (46%) of adolescents receiving lithium achieved a positive 
response on the CGAS, as compared to 1/12 (8%) of those receiving placebo. 
Limitations of this study included the small sample size, the fact that all 
subjects had active substance dependency, as well as the broad definition of 
BD. Subjects could be defined as having BD if their current diagnosis was 
unipolar major depressive disorder, but they had at least one risk factor for 
the development of BD, such as delusions, antidepressant-induced switch- 
ing, marked psychomotor retardation or a first-degree relative with BD. 

Two studies by Strober et al [119, 120] attempted to identify predictors of 
response to lithium in youth with BD. In the first study, 50 adolescent 
inpatients with BD were treated with lithium, and divided into groups 
based on whether their illness began prior to age 12. Subjects with adoles- 
cent-onset BD were more likely to experience an antimanic effect from 
treatment with lithium (80%) than were subjects with childhood-onset BD 
(40%). In the second study, adolescents with mania and a history of early 
childhood ADHD were compared to adolescents with mania that did not 
have any premorbid psychiatric illnesses. Both groups responded well to 
treatment with lithium. However, subjects with a childhood history of 
ADHD experienced a less robust decrease in the Bech—Rafaelsen Mania 
Scale (58% vs. 81%), as well as a longer median time to sustained response 
(23 days vs. 17 days). This finding suggests that comorbidity adversely 
affects outcome in adolescents, just as it does in adults with BD. 

In the only discontinuation study of lithium in bipolar youth, Strober et al 
[121] evaluated 37 adolescents who had been stabilized on lithium while 
in hospital and then naturalistically followed them for 18 months. The 
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13 subjects who chose to discontinue their lithium were compared with the 
24 subjects who continued on maintenance lithium throughout the 18- 
month period. Relapse rates were significantly higher among those who 
chose to discontinue lithium (92%) versus those who continued on mainten- 
ance treatment (38%). Given the non-randomized design of this study, the 
possibility that factors other than discontinuation of lithium may have 
accounted for different relapse rates could not be ruled out. Nonetheless, 
it is likely that prolonged continuation of lithium may lead to dramatically 
better outcomes in adolescents with BD. 

There are few studies examining the safety of long-term use of lithium in 
youth. An Indian study followed four children who took lithium for 3-5 
years and found no evidence of renal impairment [122]. Additional infor- 
mation regarding the long-term implications of treatment with lithium in 
children and adolescents is clearly needed. 


Anticonvulsants 


In recent years, on the basis of a number of placebo-controlled trials, anti- 
convulsant medications have become first or second line treatments for 
adults with bipolar mania or depression. This has led to their use in youth 
with BD. However, surprisingly few studies have evaluated the efficacy or 
safety of anticonvulsants in this population. Furthermore, none of the avail- 
able reports have been placebo-controlled. 

A small number of trials and case reports have shown divalproex sodium 
to be effective for BD in youth [117, 123-125]. Papatheodorou et al [123] used 
divalproex sodium (mean dosage 1423 mg/day) in an open fashion to treat 15 
adolescents (mean age 17.3 years) with acute mania. Over the course of seven 
weeks, 8/15 subjects had a > 75% reduction in manic symptoms, 4/15 sub- 
jects had a 50-74% reduction in manic symptoms, one subject had a 25-49% 
reduction in manic symptoms, one subject discontinued treatment due to 
lack of response, and one subject discontinued treatment due to sedation and 
dizziness. All 13 completers required the use of other psychotropic medica- 
tions during the seven-week study period. In a previously described study, 
Kowatch et al [117] randomly assigned 42 youth with mania to open-label 
treatment with lithium, divalproex sodium, or carbamazepine. Of the 15 
subjects in the divalproex group, eight (53%) had a > 50% improvement in 
their YMRS scores, and six (40%) had a 1 or 2 score improvement on the CGI. 
These response rates did not differ significantly from subjects treated with 
lithium or carbamazepine, suggesting that many bipolar youth treated with a 
mood stabilizer such as divalproex as monotherapy may not achieve an 
adequate response. Ideally, future efficacy studies of divalproex in this 
population of patients should include combinations of treatment. 
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Other than the above-mentioned study by Kowatch et al [117], the use of 
carbamazepine has been described in only three other reports, involving a 
total of six adolescents with BD [126-128]. These reports described an anti- 
manic response to treatment with carbamazepine, either as monotherapy or 
in combination with other psychotropics. Further studies of carbamazepine in 
this population would be required before any conclusions about efficacy and 
safety can be drawn. There have been no published studies of the use of other 
anticonvulsant medications, such as lamotrigine or gabapentin, for the treat- 
ment of BD in youth. Reports from the epilepsy literature have documented a 
paradoxical worsening in behaviours among children treated with gabapen- 
tin [129], and an elevated rate of adverse effects to lamotrigine. Therefore, 
caution is warranted if these medications are being considered. 

In most academic centres, anticonvulsant medications are commonly 
used as first-line treatment for acute mania or hypomania. However, this 
treatment choice is based on clinical experience and not on a wealth of 
evidence. Further studies are required to confirm the clinical impression 
that these medications are helpful for youth with BD. 


Antipsychotics 


Despite the common use of antipsychotics in the management of youth with 
BD [66, 130], there have been no controlled studies of either typical or 
atypical antipsychotics in this population. Furthermore, given that interest 
in the phenomenon of BD in youth is fairly recent, available studies have 
focused exclusively on atypical antipsychotics. 

Three case series and one case report have found the atypical antipsycho- 
tic olanzapine to have antimanic effects in bipolar youth [131-134]. In the 
largest case series, 23 bipolar youth (ages 5-14) were treated with olanza- 
pine monotherapy for eight weeks in an open-label fashion. All subjects 
were experiencing a manic or mixed episode at time of entry. Sixty-one 
percent of the subjects met the modest response criteria of > 30% improve- 
ment on the YMRS. Only one patient discontinued treatment due to an 
adverse event, but there was a mean weight gain of almost 5 kilograms 
over the course of eight weeks. In a smaller case series, Soutullo et al [132] 
reported that 5/7 manic adolescents had a marked or moderate response to 
add-on treatment with olanzapine (mean dose 0.146 mg/kg/day) in six of 
the subjects and as monotherapy in one subject. The other case series 
reported a rapid antimanic response when olanzapine was added to other 
psychotropic medications in three children aged 9-12 with mania [133]. The 
dose of olanzapine in this study ranged from 2.5 to 5mg/day. 

The atypical antipsychotic risperidone was evaluated in a retrospective 
chart review of 28 youth (mean age of 10.4 years) with BD [135]. Twenty-five 


382 BIPOLAR DISORDER 


subjects were experiencing a mixed episode and three subjects were experi- 
encing a hypomanic episode when treatment with risperidone was initiated. 
Subjects had an average of 2.6 comorbid diagnoses, 13/28 (46%) were 
experiencing psychosis, 27/28 (96%) were receiving other medications, 
and only 1/28 subjects was female. The addition of risperidone at an 
average dose of 1.7mg resulted in a robust improvement of manic and 
aggressive symptoms in 82% of subjects and in psychotic symptoms in 
69% of subjects. Although only 18% of subjects in this study experienced 
weight gain, another report of risperidone in child or adolescent inpatients 
documented weight gain in 78% of subjects [136]. 

The literature on the use of other atypical antipsychotic medications such 
as quetiapine and clozapine for the treatment of youth with BD is limited to 
case reports [137, 138]. 

In summary, there is preliminary evidence that atypical antipsychotics 
may be effective treatments for acute mania, and in many clinical settings 
these treatments have become first-line therapy for acute mania. The safety 
and tolerability of long-term use of these medications in adolescents are 
unknown, and thus no firm conclusions can be drawn regarding mainten- 
ance treatment. 


Treatment of Bipolar Depression 


The management of the depressive component of BD in youth has been 
understudied. Biederman et al [47] have recently published the only study 
evaluating the effects of different treatments on depressive symptoms in 
bipolar youth. In this retrospective chart review of 59 patients with BD 
(mean age 10.8 years), the effect of different classes of psychotropics on 
symptomatology in the following visits was examined. Only the selective 
serotonin reuptake inhibitors (SSRIs) were associated with a decrease in 
depressive symptoms (relative risk 6.7). Tricyclic antidepressants, stimu- 
lants, mood stabilizers, and typical antipsychotics were not associated with 
improvement in depressive symptoms. Of importance to the overall man- 
agement of BD, only the SSRIs were also found to significantly increase the 
likelihood of a worsening of manic symptoms (relative risk 3.0). However, 
the antimanic effects of mood stabilizers were not significantly diminished 
by concomitant use of an SSRI. These results suggest that SSRIs may im- 
prove the depressive symptoms of youth with BD, but that there is an 
associated risk of worsening mania, unless there is antimanic coverage. 
No studies could be identified which evaluated the use of mood stabilizers 
for the depressive phase of BD in youth. 

The use of light therapy (10000 lux twice a day) to treat subsyndromal 
depressive symptoms in seven bipolar youth (age 16-22 years) was evaluated 
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by Papatheodorou and Kutcher [139]. Three subjects had a > 70% subjective 
improvement in depressive symptoms, two subjects had a 40-70% improve- 
ment in depressive symptoms, and two subjects had a mild or no response. 
No adverse effects, including a switch to mania, were noted. 

In a noteworthy study, Geller et al [140] found lithium to be no better than 
placebo for the treatment of unipolar depression in youth, 80% of whom had 
a family history of BD. 

Using antidepressant medications for the treatment of bipolar depression 
carries a risk of induction of mania or rapid cycling. Of course, prolonged 
depression unresponsive to mood stabilizers is commonly treated with 
antidepressants, but the choice to institute an antidepressant, even with 
mood stabilizer coverage, is a clinically weighty decision that should be 
done after consideration of the risks of mania and only after careful discus- 
sion with the patient, and their parents or guardians. Consultation with 
experts in the field is recommended in this circumstance. 


Other Treatments 


A number of case reports have demonstrated antimanic effects in youth of a 
variety of treatments, including electroconvulsive therapy [141, 142], mela- 
tonin [143], lecithin [144], and nimodipine [145]. No clinically meaningful 
conclusions can be drawn about these treatments at present. 


Elderly 


While numerous clinical guidelines suggest that treatment of BD in the 
elderly should be different from younger populations, there are actually 
no randomized controlled treatment trials in elderly bipolars to ground 
these recommendations in an evidence-based approach [146-148]. Unfortu- 
nately, well-documented age-related changes in pharmacokinetics and 
pharmacodynamics, which will be reviewed next, make the adoption of 
treatment recommendations from studies of middle-aged patients hazard- 
ous. Furthermore, the elderly frequently suffer from chronic medical ill- 
nesses and are being treated with numerous concomitant medications 
which make the risk of adverse drug reactions and drug interactions 
much greater. 

Age-related pharmacokinetic changes involve the absorption, distribu- 
tion, metabolism and elimination of psychotropic drugs [149]. While ab- 
sorption of drugs from the gastrointestinal tract might theoretically be 
impaired due to decreases in acid secretion, mesenteric blood flow, and 
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membrane transport, most orally ingested psychotropics are still well 
absorbed in the elderly. Conversely, changes in volume and distribution 
can have profound effects. With ageing, lean body mass and total body 
water decrease, while total body fat increases. Since most psychotropics, 
with the exception of lithium carbonate, are lipophilic, the volume of distri- 
bution for these drugs will be significantly increased. This results in longer 
half lives with drugs remaining in the elderly body for a much longer time. 
Hepatic metabolism may also decline with age, leading to prolonged half 
life. These changes can have dramatic effects with the elimination half lives 
of some psychotropics being two to three times longer in the elderly than in 
younger patients. Drugs that are eliminated by the kidney, such as lithium 
carbonate, will also be affected by age. Glomerular filtration rate declines 6- 
10% per decade beginning at age 40, which would reduce renal excretion, 
leading to significant accumulation of drugs like lithium. Pharmacodynamic 
changes associated with ageing may affect the biochemical, physiologic and 
behavioural effects of psychotropics. Changes in the brain, such as neuronal 
loss, alterations of neurotransmitter receptor density or sensitivity, etc., may 
increase or decrease response to psychotropics. For example, due to age- 
related declines in cholinergic function, the elderly are much more sensitive 
to the anticholinergic effects of many psychotropic drugs. Finally, similar 
pharmacokinetic and pharmacodynamic alterations may occur in the eld- 
erly as a result of medical illnesses such as cardiac, hepatic, and renal 
disease, or even poor nutritional status. All these factors necessitate cautious 
prescribing and careful monitoring of psychotropics, leading to the geriatric 
pharmacology mantra of “start low, go slow”. 

The basic principles of management for elderly bipolars would be similar 
to a younger population: clarifying the diagnosis, managing the acute af- 
fective episode, instituting prophylactic therapy, and providing ongoing 
follow-up. For the elderly, clarifying the diagnosis involves a thorough 
medical and psychiatric assessment to rule out other psychiatric disorders 
(example: delirium, dementia), medical conditions (example: hypothyroid- 
ism, cerebrovascular disease), or drugs (example: anti-parkinsonians) that 
may present with symptoms that could appear like bipolar disorder. La- 
boratory investigations are a necessary part of the process to clarify diagno- 
sis, but also provide baseline values for renal, hepatic, cardiac and 
hematological function that are necessary prior to treatment with any of 
the currently available mood stabilizing medications. Hospitalization may 
be necessary to protect the patient against harm, not only from suicide 
but also from exhaustion and dehydration, given the medical frailty of 
many elderly patients. There have been no studies of psychotherapy with 
elderly bipolar patients, though psychotherapy and especially psychoedu- 
cational approaches would likely lead to improved medication compli- 
ance. 
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Lithium 


Despite many years of clinical use and the suggestion that lithium carbonate 
may be used more commonly in the elderly compared with younger popu- 
lations [150], there have been no published randomized controlled trials 
examining its use in elderly bipolars. Data from uncontrolled and retro- 
spective trials suggest that response rates are similar in this population 
[151-154]. Due to renal changes mentioned previously, there are important 
pharmacokinetic changes associated with lithium use in the elderly. Kinetic 
studies suggest geriatric patients would require one-third to one-half less 
lithium to achieve similar blood levels, and single daily doses would be 
appropriate [155]. Given studies which report increased adverse reactions 
and toxicity at serum levels considered “therapeutic” in younger popula- 
tions [156-158], clinical recommendations suggest aiming for serum levels 
of 0.5 to 0.8 mmol/I [146, 147]. Most patients aged 65 to 75 would be able to 
achieve serum levels of 0.5 mmol/l with doses ranging from 300 to 600 mg/ 
day, while patients > 80 years of age or the frail elderly would achieve these 
levels with doses between 150 and 300 mg/day [159]. 

The elderly may be more susceptible than younger populations to 
lithium-induced side effects, such as delirium [151, 152], prolonged neuro- 
toxicity [160], and increased lithium-induced hypothyroidism [150]. 
Toxicity may also be caused by drug interactions. For example, drugs 
such as thiazide diuretics, angiotensin converting enzyme inhibitors and 
indomethacin can all lead to increases of serum lithium and possible tox- 
icity. 


Anticonvulsants 


Even less data exists for the use of anticonvulsant mood stabilizers in the 
elderly. There are several case reports and case series which suggest that 
valproic acid is effective and well tolerated [161-164]. In one study of 21 
elderly manics, 90% of patients improved and only two were reported to 
have experienced significant adverse reactions. Patients in this study were 
treated with an average of 1400 mg/day, with an average valproate level of 
72mg/1 [165]. There was no relationship between serum levels and out- 
come. In contrast, in a retrospective comparison of elderly bipolars treated 
with either lithium or valproate, therapeutic serum levels of valproate 
seemed to be more important [166]. While lithium seemed more effective 
overall, patients on valproate whose levels were between 65 and 90 mg/l 
had similar outcomes to patients treated with therapeutic levels of lithium. 
The authors of this report note that levels of 65 to 90mg/1 would repre- 
sent the upper range of therapeutic levels for young patients treated with 
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valproate and suggest that for some, yet to be determined, reason the 
elderly may require higher serum levels of valproate for therapeutic effect. 

There are only a few case reports on the use of carbamazepine for elderly 
bipolars [167, 168]. Recommendations for use in the elderly suggest that 
serum levels must be relatively low as levels about 9 ug/ml are associated 
with increased adverse effects [169]. There is also a small amount of prelim- 
inary data describing the use of other anticonvulsants such as gabapentin 
[170, 171] and lamotrigine [172]. 


Atypical Antipsychotics 


While studies of the atypical antipsychotics olanzapine and risperidone sug- 
gest they are effective agents for young bipolar patients, there is no data on 
their use in elderly bipolars. There is one small series of three elderly manics 
treated successfully with clozapine [153]. Finally, electroconvulsive therapy 
may also be effective for elderly patients with bipolar disorder [173]. 


SUMMARY 
Consistent Evidence 


e Prevalence rates, age of onset and clinical course of BD do not differ on 
the basis of gender. What is clear is that the rapid-cycling form of BD is 
indeed more common in females. However, the hypothesis that under- 
lying thyroid abnormalities may explain this phenomenon has yet to be 
conclusively addressed. We also have strong data showing that the 
postpartum period is a time of high risk for women with BD, conferring 
a significant risk of developing a postpartum psychosis. 

e The onset of BD at a relatively early stage is now well established, with a 
mean age at onset of about 20 years. There is strong evidence that almost 
60% of bipolar patients report “signs of the illness” prior to the age of 20. 
Another robust finding is that the onset of bipolarity in adolescence has 
devastating effects on psychosocial functioning. Thus, early onset con- 
fers greater overall psychopathology and impairment as well as an 
increased risk of suicide. 

e Comorbidity is well established in adolescence, involving primarily 
ADHD, which has been highlighted as a frequent misdiagnosis in early 
onset bipolar patients. Other relatively common comorbid conditions 
include conduct disorder, substance use and anxiety disorders. Person- 
ality disorders most frequently associated with bipolarity in youth in- 
clude borderline and narcissistic types. 
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e Inthe elderly, the evidence is based largely on case series and case reports. 
Nonetheless, the multiplicity of sources and frequency of documentation 
strongly suggest a role for heterogeneous neurologic disorders including 
cognitive dysfunction. However, this is not necessarily the onset of a de- 
generative dementia. The type and range of symptoms of BD in the elderly 
appear to be very similar to mixed age samples except for less severity. 


Incomplete Evidence 


e Females appear to be more likely to develop mixed manic episodes, but 
the evidence is still based on limited data. Data on the phenomenologic 
differences between youth and mixed age samples are inconsistent, but 
no substantive differences have emerged. Finally, the clinical course of 
adolescent onset BD shows inconsistencies with respect to recovery and 
relapse rates. 

e The use of mood stabilizers in pregnancy carries a risk of teratogenicity. 
Lithium has been associated with Ebstein’s anomaly, while divalproex 
and carbamazepine have been associated with neural tube defects. In the 
postpartum period, mood stabilizers continue to carry certain risks 
during breastfeeding as they all pass into breast milk. While mood 
stabilizers appear to confer significant protection from relapse during 
the postpartum period, the final clinical decision must rest on a detailed 
risk-benefit evaluation by clinician and parent. 

e In the elderly, there are no randomized controlled trials of drug treat- 
ment of BD. However, the age-related changes and pharmacokinetics 
affecting absorption, distribution, metabolism and elimination are well 
documented, as are pharmacodynamic changes associated with brain 
sensitivity and medical illness. This has allowed for some extrapolation 
from mixed age populations. For example, lithium pharmacokinetic 
studies suggest that approximately one-third the dose is needed to 
achieve similar serum lithium levels to adult patients. However, for 
pharmacodynamic reasons, the recommended serum level is somewhat 
lower, closer to 0.5mmol/1, which is achieved in the young-old with 
doses ranging from 300-600 mg of lithium, while in the very old, 150 mg 
of lithium may be sufficient. The risk of neurotoxicity associated with 
lithium in the elderly is well established. 


Areas Still Open to Research 


e More data is needed on children and adolescents to establish whether 
there are fundamental phenomenologic differences compared to adult 
and elderly populations. 
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e Treatment of youth has focused primarily on manic episodes of BD. 


Much more work is needed to understand bipolar depression in adoles- 
cence. The use of lithium is not really evidence-based and there are no 
placebo-controlled trials in adolescents for any of the anticonvulsants 
including divalproex and carbamazepine. Moreover, there are no studies 
reported on the newer anticonvulsant mood stabilizers, namely, gaba- 
pentin and lamotrigine. Similarly, concerning the antipsychotic treat- 
ment of BD, there are no controlled studies, and current evidence is 
based on case reports and small case series. Furthermore, depression is 
grossly understudied in adolescent BD. The evidence is based on a 
retrospective chart review suggesting that only the SSRIs are effective 
treatments for bipolar depression as opposed to tricyclic antidepressants 
and mood stabilizers. However, there is preliminary evidence that the 
SSRIs also confer increased risk of mania and hence this is an area deeply 
in need of further research. 

In general, more research is needed into gender differences than cur- 
rently exists. It would appear that pregnancy is “risk neutral” for pro- 
tection from relapse following discontinuation of lithium. However, 
more work is needed in this area. Specifically, concerning sexual side 
effects, more study related to lithium is needed and there are no studies 
with the anticonvulsants. For polycystic ovary syndrome, there are only 
small case series available to determine its relationship to treatment with 
mood stabilizers. 

In the elderly, longer term outcome studies are needed to determine 
whether the disinhibition syndromes and BD of old age eventually 
develop into irreversible dementias. For management in old age, more 
systematic data is needed about the use of newer mood stabilizers, 
including divalproex, lamotrigine and gabapentin, and the atypical anti- 
psychotics. 
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Commentaries 


5.1 
Heterogeneity of Bipolar Disorder: Does Childhood 
Onset Make a Difference? 


Stephen V. F araone! 


In their masterful chapter about gender and age in bipolar disorder, Shul- 
man et al have provided us with a comprehensive view of the heterogeneity 
of bipolar disorder (BD). As they describe, age at onset is a dimension of 
heterogeneity that has received much attention in recent years. With one 
report finding that 59% of BD patients had symptom onset prior to the age 
of 20, it would appear that this seriously disabling mental disorder fre- 
quently begins in youth. 

Despite such strong evidence for youth onset BD, its existence was 
ignored for many years. Then, in the 1980s, several case reports and series 
described children presenting with symptoms suggestive of BD, which 
responded to lithium carbonate [1-4]. Yet many of these children had 
never been diagnosed with a mood disorder, which suggested that the 
pediatric form of BD, rather than being rare, might be difficult to diagnose 
due to atypical clinical features. 

These atypical features have been well characterized in the literature [5, 6]. 
Among BD children, the most common mood disturbance is not euphoria 
[2, 7]. Instead, these children present with severe irritability and prolonged 
and aggressive outbursts of temper [6]. The irritability of childhood BD is 
severe, persistent, and often violent [8]. Although these severe outbursts are 
episodic, these children are chronically irritable or angry [2, 7, 9]. In their 
literature review, Geller and Luby [9] concluded that childhood-onset BD is 
a non-episodic, chronic, rapid-cycling, mixed manic state. Thus, one reason 
why pediatric BD is difficult to diagnose is because it presents with an 
atypical picture characterized by predominantly irritable mood, mixed 
with symptoms of major depression, and chronic course, as opposed to 
euphoric, biphasic, and episodic course. With some exceptions, the clinical 
features of BD are similar in childhood and adolescence [10]. Notably, the 
atypical features of youth BD are similar to the syndrome of mixed BD, 
which affects about one-fourth of BD adults [11]. 
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As Shulman et al note, another source of diagnostic dilemma for child- 
hood BD is its frequent comorbidity with attention deficit hyperactivity 
disorder (ADHD). Most BD youth meet diagnostic criteria for ADHD, 
with prevalence figures ranging from 60% to 90% [8, 12-14]. Faraone et al. 
[10] found that adolescents with childhood-onset BD had the same rates of 
comorbid ADHD as manic children (90%) and that both these groups had 
higher rates of ADHD than adolescents with adolescent-onset BD (60%). 
Sachs et al [15] reported that, among adults with bipolar disorder, a history 
of comorbid ADHD was only evident in those subjects with onset of BD 
before 19 years of age. Chang et al. [16] reported that the onset of BD in 
adults with a history of ADHD was 11.3 years of age. These findings suggest 
that early onset of BD may identify a developmental subtype of the disorder 
that is frequently comorbid with ADHD [10, 17, 18]. 

The high levels of comorbidity between BD and ADHD raise a fundamen- 
tal, nosologic question: do children presenting with BD and ADHD have 
ADHD, BD, or both? One method to address these uncertainties has been to 
examine the transmission of comorbid disorders in families [19]. As shown 
in a meta-analysis by Faraone et al [20], studies that examined rates of 
ADHD (or ADD, hyperactivity) among the offspring of adults with BD 
found higher rates of ADHD among these children compared with controls. 
Likewise, the meta-analysis showed that family studies of ADHD children 
find high rates of BD among relatives. 

In three different samples, Faraone et al [20-22] found that relatives of 
children with BD were at high risk for ADHD, that was indistinguishable 
from the risk in relatives of children with ADHD and no BD. However, BD 
and the comorbid condition of BD plus ADHD selectively aggregated 
among relatives of manic youth compared with those with ADHD and 
comparison children. This pattern of transmission in families suggested 
that BD in children might be a familially distinct subtype of either BD or 
ADHD, an idea which is consistent with the work of Strober et al [23, 24] and 
Todd et al [25], who proposed that pediatric BD might be a distinct subtype 
of BD with a high familial loading. 

Like ADHD, conduct disorder (CD) is strongly associated with pediatric 
BD. This has been seen separately in studies of children with CD, ADHD 
and BD [8, 26-28]. These reports are consistent with the well-documented 
comorbidity between CD and major depression [29], considering that juven- 
ile depression often leads to BD [30, 31]. 

Biederman et al [32, 33] investigated the overlap between BD and CD ina 
consecutive sample of referred youth and in a sample of ADHD subjects to 
clarify its prevalence and correlates. They found a striking similarity in the 
features of BD regardless of comorbid CD. Both the comorbid and non- 
comorbid subjects with BD had high rates of major depression, anxiety 
disorders, oppositional disorder, and psychosis than CD and ADHD 
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children [32, 33]. In addition, BD comorbid with CD was associated with 
poorer functioning and an increased risk for psychiatric hospitalization [32]. 
Subjects with both CD and BD also had a higher familial and personal risk 
for mood disorders than other CD subjects, who had a higher personal 
risk for antisocial personality disorder [20]. These studies suggest that 
subjects who receive diagnoses of both CD and BD may have both dis- 
orders. Although more research is needed to clarify this issue, it raises the 
hope that some cases of delinquency may respond to mood stabilizers. 

Although clinical lore has long attributed bipolar symptoms in children to 
trauma, there have been few systematic studies of this issue. Kessler et al 
reported elevated rates of BD among adults and adolescents with post- 
traumatic stress disorder (PTSD) [34] and Helzer et al [35] found high 
rates of BD among adults with PTSD. Neither of these studies determined 
if the BD was primary or secondary to the trauma. In a longitudinal study, 
Wozniak et al [36] identified pediatric BD as an important antecedent for, 
rather than consequence of, traumatic life events. Although these findings 
need independent replication, they suggest that clinicians treating trauma- 
tized children should not dismiss severe irritability and mood lability as 
consequences of the trauma. These may indicate an underlying BD, and 
thus have implications for treatment. 

Let us hope that Shulman et al’s call for more research is heeded. As they 
suggest, the field needs more data about youth-onset BD to more firmly 
establish the fundamental phenomenologic differences with adult-onset BD. 
Ideally, such work would lead to developmentally sensitive diagnostic 
criteria which take into account differential symptom expression with age. 
New criteria are needed to better differentiate typical and atypical BD. 

Studies of phenomenology will provide a firm nosologic foundation for 
further work examining the causes and correlates of BD. Ideally, studies 
from multiple domains (e.g., neuroimaging, genetics, family environment) 
will eventually clarify if putative clinical subtypes of BD have different 
causes or pathophysiologic correlates in the brain. 

We also need much more treatment research in youth. The outcome 
measures used in treatment studies of youth BD should attend to the wide 
range of symptoms of mood dysregulation, aggression and ADHD symp- 
toms. The high levels of comorbidity between BD and other disorders 
suggest that multiple treatment strategies may be needed. Given the sever- 
ity of BD, designing such studies in an ethical manner presents a major 
challenge for clinical researchers. 
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5.2 
Bipolar Disorders in Children and Adolescents: Critical Diagnostic Issues 
for Clinicians Across the World 


Carlos E. Berganza' 


Due to the lack of pathognomonic biological markers for most of psycho- 
pathology, and with the current emphasis on facts rather than theory in 
defining psychiatric syndromes, phenomenology is of critical importance 
for the scientific development of psychiatry. The international success of 
the most visible current diagnostic systems in psychiatry (the DSM-IV 
and the ICD-10), both based on phenomenology, attest to the great impor- 
tance researchers and clinicians ascribe to the symptomatic expression of 
disorders in their daily professional activities across the world. 

Child psychiatric disorders are more difficult to characterize than those 
afflicting adults. Although important advances in diagnosis have been 
accomplished, many treatments in child psychiatry are still prescribed for 
rather vaguely defined disorders such as “aggressiveness”, “difficult be- 
haviour” or “depression”. Many factors contribute to this. Firstly, children 
have traditionally been neglected in the provision of services, and the very 
concept of childhood, with a demarcation of the particular characteristics 
and needs of this developmental stage, is relatively new. Secondly, although 
the phenomenology of psychiatric disorders in childhood can be conceived 
in the same dimensions of the adult disorders, “abnormality” in children is 
influenced by maturation and development, making it more difficult for the 
diagnostician to interpret indicators of brain dysfunction [1]. Thirdly, the 
child lacks in richness of behavioural expressions of psychopathology in 
comparison with the adult, making differential diagnosis a more difficult 
task, and probably increasing rates of comorbidity. Finally, the child has 
more difficulties in describing psychological symptoms or associating them 
within informative factual relationships that would facilitate the develop- 
ment by the clinician of appropriate assumptions of causality and explan- 
ation. 

Shulman and co-authors offer a good review of the evidence, strongly 
suggesting not only that bipolar disorders (BD) are present within the child 
psychiatric population, but also that their prevalence is increasing. They 
also point to the fact that a good number of children presenting with this 
disorder for clinical care are misdiagnosed. However, their review offers 
little solution to the problem of early diagnosis of BD in children and 
adolescents, which in our opinion is critical for the assessment of the 
efficacy of various treatments proposed for the disorder in this patient 
population. 
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The reasons for the misdiagnosis of BD are complex and some of them are 
only beginning to be clarified in the child psychiatric literature; however, it 
seems that the lack of a set of diagnostic criteria that allows a clear differen- 
tiation of BD from other similar syndromes of childhood, such as attention 
deficit hyperactivity disorders (ADHD), makes it very difficult for clinicians 
to resolve this critical diagnostic dilemma. 

Arriving at an early diagnosis of BD is a very important clinical objective 
for the child psychiatrist for several reasons. Firstly, as Shulman and co- 
authors indicate, this disorder is a source of serious psychosocial dysfunc- 
tion for children and adolescents with ‘devastating consequences” for their 
lives. The behavioural constellation showed by a child or an adolescent with 
BD is so disturbing to those surrounding the youngster that very frequently 
they react in ways that compound the emotional problems of the afflicted 
patient. For instance, many such patients get expelled from school or end up 
in correctional institutions, long before an appropriate diagnosis is made of 
their psychobiological condition. Secondly, there is evidence that the longer 
a psychiatric syndrome evolves—such as BD—the more refractory it be- 
comes to treatment [2]. That could explain, at least partially, why BD of 
early age presents a worse prognosis than BD of late beginning, as Shul- 
man’s review clearly indicates. 

In child psychiatry we are still at a stage of theoretical development where 
we need “‘to be mindful of the limits of our observations, both research and 
clinical, and of our need to balance the use of ‘judgment’ and ‘know- 
ledge’... [3]. Therefore, this commentary must be taken with care, since 
it is based on clinical experience and the review of written evidence that 
still—like most of the field—needs further review. 

For child psychiatrists around the world, three main diagnostic issues are 
of great importance to facilitate early diagnosis of BD in children and adoles- 
cents. The first one is to identify the symptoms suggestive of mania; the 
second one is to discriminate between mania and ADHD [4], when no 
psychotic symptoms are present; and the third one is to discriminate between 
mania and schizophrenia when psychotic manifestations are evident [5]. 
Table 5.2.1 summarizes what we consider the most important clinical clues 
for helping the clinician to arrive at an early diagnosis of BD in children and 
adolescents who present for assessment and care, by clarifying the differen- 
tial diagnosis between mania without psychotic symptoms and ADHD. 

Departing from the most important criteria proposed by ICD-10, Table 
5.2.1 offers some guidelines for judging the clinical data volunteered by the 
patient or the family as compared with the presentation of BD in the adult 
population and also in comparison with the way ADHD usually expresses 
itself in the child psychiatric population. It seems evident that for this process 
of clinical “judgement” to be effective, the clinician must rely on as many 
sources of information as possible to ensure reliable observations concerning 
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the patient’s behaviour since he/she will most probably have difficulties to 
provide the most useful information for an appropriate diagnosis to be made. 
This is most painfully obvious in the case of the manic patient. 

When comparing the differential diagnostic criteria proposed here, one 
must take into account Geller and Luby’s [6] emphasis on the need to 
evaluate children’s affect in relationship with other historical features in 
the same way one evaluates the incongruity between the infectious elation 
of manic adult patients in the context of serious losses, such as the death of a 
loved one. This is a very important diagnostic clue, even though much 
needs to be done to develop accurate diagnostic methods for BD in children 
and adolescents. 
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5.3 
Emotion, Mood and Bipolar Disorder in Children 


Ellen Leibenluft! 


The thorough review compiled by Shulman et al details the gender and age 
differences that have been identified in the symptoms and treatment re- 
sponse of patients with bipolar disorder (BD). It is clear that we have 
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learned a good deal about gender effects in BD, although important ques- 
tions remain, particularly about the impact of puberty and menopause on 
the illness, and about the management of BD during pregnancy and the 
postpartum. In the young and old, considerably more work needs to be 
done to understand age differences in the presentation and management of 
the illness. However, we can take heart from the increased research atten- 
tion now being devoted to these topics. 

While it has required a great deal of research effort to identify what gender 
and age effects exist in the presentation of BD, it is even more difficult to 
discover why these effects exist. To do so necessitates that we understand 
how brain function in male patients with BD differs from that of female 
patients, and how neural circuits function differently in children with BD 
than in older patients. Indeed, to do so requires that we first understand the 
pathophysiology of BD itself. 

That latter goal has proven quite elusive—in all psychiatric illnesses, to be 
sure, but particularly in BD. Beyond some obvious and important impedi- 
ments to research with patients with BD (ethical issues regarding studying 
medication-free patients; the “moving target” of mood state; difficulty dif- 
ferentiating biological traits from state-dependent changes), conceptual 
shortcomings hamper us. Within what theoretical framework can we place 
the psychobiological dysfunction occurring in patients with BD? The need for 
such a framework is most evident in the current state of neuroimaging 
research in mood disorders in general, and in BD in particular. While much 
progress has been made in defining the fronto-striatal-thalamic circuits 
mediating depressive symptoms [1], the field is hampered by a lack of 
appropriate neuroimaging paradigms. In other words, we are unclear as to 
what tasks we should ask patients with BD to perform in the scanner, in order 
to bring out differences between their pattern of brain activation and that of 
controls. The question is particularly important in the case of functional mag- 
netic resonance imaging (fMRI) scans, which yield relative, not absolute, 
measures of brain activity and therefore require that one subtract activation 
measures obtained during a control task from those obtained during an 
experimental task. In essence, then, we are challenged to take what we know 
about the symptoms of BD, as manifest in a patient over days, weeks, and 
years, and to use that knowledge to devise a task—one that takes merely 
seconds to complete, but that will evoke meaningful differences between 
groups. 

Put in other terms, the challenge is to identify emotional responses that 
distinguish patients with mood disorders from controls. The distinction 
between emotion and mood is an important one, although clinicians do 
not often focus on it. Definitions of emotion vary, but most theoreticians 
view emotion as an evoked response to a stimulus with motivational value, 
that is, a stimulus that the organism would want to approach or avoid [2]. 
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The definition of mood has been more elusive than that of emotion, al- 
though again there is consensus that moods, in contrast to emotions, are 
more long-lasting and occur in response to pervasive and persistent envir- 
onmental conditions, rather than to discrete events [3]. If we were to show 
an unpleasant picture to patients with depression and controls while 
obtaining fMRI data, we would learn whether the two groups, whom we 
know differ in mood, also differ in their emotional response to the stimulus. 

Psychologists generally agree not only on the definition of emotion, but 
also on the idea that is it useful to categorize emotions in terms of their 
valence and the level of arousal that they evoke [4]. Thus, a positive valence 
emotional stimulus is one that the organism would want to approach 
(a person that one finds sexually attractive, or a bouquet of flowers), while a 
negative emotional stimulus is one that an organism would want to avoid 
(a charging tiger or a foul-smelling pool of muck). Arousal refers to the 
intensity of the evoked emotion; while both the flowers and the sexually 
attractive person evoke positive-valence emotion, the emotion evoked by 
the latter is usually at a higher level of arousal than that evoked by the 
former. And, just as we can characterize emotional states in terms of their 
arousal and valence, so can we categorize the mood states of BD: euphoric 
mania is a high-arousal, positive valence state; euthymia is a low-arousal, 
positive valence state; mixed mania and agitated depression are both high- 
arousal, negative valence states (thus accounting for the difficulty distin- 
guishing them clinically); and retarded depression is a low-arousal, nega- 
tive valence state. It is important to note that, while there are a number of 
psychiatric disorders characterized by negative valence states, pure mania is 
the only one that is positive valence. 

This discussion of emotion, mood, arousal, and valence is particularly 
germane to the controversy surrounding the topic of early-onset BD and its 
clinical presentation. As Shulman et al note, youths with BD are thought to 
have shorter, more rapidly cycling mood states characterized by irritability 
rather than euphoria. In other words, emotion dysregulation may be a more 
prominent feature of the presentation of juvenile BD than mood dysregula- 
tion. The problem is that emotion dysregulation, in the form of irritability 
(i.e. increased responsiveness to negative emotional stimuli), is widespread 
among childhood psychiatric disorders. Irritability is a diagnostic criterion 
not only for mania, but for depression and oppositional defiant disorder, 
and frequently is associated with attention deficit hyperactivity disorder 
(ADHD) and pervasive developmental disorder [5]. Therefore, some re- 
searchers have reported that children with BD lack the mood state that is 
unique to the illness (euphoric mania) while exhibiting instead a very 
nonspecific mood state [6]. 

How, then, can a clinician make the diagnosis of BD in children? In our 
experience, as indeed in some published samples [7], children with BD do 
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experience periodic episodes of euphoria, although they also experience a 
significant amount of irritability. In addition to euphoria, we have also 
found it helpful to focus on the other cardinal symptoms of BD, i.e. those 
that are not seen in other disorders. These include grandiosity, episodic 
decreased need for sleep (which is distinct from nonspecific insomnia), and 
increase in goal-directed activity. While these cardinal symptoms are specific 
to mania, other DSM-IV diagnostic criteria (subjective experience that 
thoughts are racing, flight of ideas, distractibility, and agitation) are seen 
in other disorders, most notably ADHD. Children who have no cardinal 
symptoms of BD may, in some instances, “squeak by” and technically meet 
DSM-IV criteria for the illness; however, in our research group we would 
find the diagnosis of BD in that case to be suspect. Such children are clearly 
ill, and may ultimately develop a course consistent with BD, but consider- 
ably more research is needed to determine whether they should be assigned 
the diagnosis or not. 

In sum, our understanding of the phenomenology of BD, and of the 
effects of gender and age on it, can be enriched by a theoretical framework 
derived from studies of emotion in unaffected populations. Such a frame- 
work can aid us as we continue to reach beyond descriptions of what is, to 
explanations of why. 
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5.4 
Childhood Mania—Is it Bipolar Disorder? 


Carrie M. Borchardt! 


In their comprehensive review, Shulman et al point out that bipolar disorder 
frequently begins in youth, and is associated with significant morbidity and 
mortality. We, therefore, are interested in early identification and treatment 
to prevent complications. Recently there has been a substantial increase in the 
frequency of diagnosing children with bipolar disorder, and the use of 
pharmacotherapies (including mood stabilizers and atypical antipsychotics) 
to treat children with manic symptoms. While there is some good evidence to 
support continuity of adolescent mania into adulthood [1, 2], there is a lack of 
such evidence for preadolescents. A number of authors, including Shulman 
et al, have discussed this controversy of diagnosis [3, 4]. No doubt there are 
cases of children with mania who go on to have a typical bipolar disorder in 
adulthood. But it is also likely there are others who do not. Thus, bipolar 
children are likely a heterogeneous group. Clearly we have great need for 
good longitudinal studies which follow bipolar children into adulthood. 
Such studies would help to improve diagnostic precision and prediction. 

Lack of diagnostic clarity contributes to several problems. First, it may 
lead to erroneous treatment. Second, how we define a disorder has major 
implications for research and research findings. For example, if the “dis- 
order” we are studying turns out to be a different disorder than bipolar 
disorder, we may learn about the children studied but lack information 
about bipolar disorder in children. In the worst case scenario, the children 
studied are so heterogeneous we have difficulty interpreting the findings. 

Currently, there are many more medication choices for the treatment of 
bipolar disorder than in years past. Atypical antipsychotic medications are 
frequently used in children for a range of problems (including mania), in 
part because the risk of tardive dyskinesia is less than with traditional 
antipsychotics. However, the long-term risks to children of the use of 
these medications have been inadequately studied. Potential long-term 
consequences of chronic use of atypical antipsychotics include tardive dys- 
kinesia, weight gain, and diabetes. 

Kurmra et al [5] presented data on 23 children and adolescents with 
schizophrenia, age 6-18, who were treated with olanzapine or clozapine. 
Over a six-week trial, the average weight gain was 3.4 + 4.1 kg for subjects 
on olanzapine, and 5.0 + 6.0kg for subjects on clozapine. Clearly, if weight 
gain continues at that rate it would have serious consequences. Other 
studies have found similar troubling rates of weight gain for risperidone 
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[6, 7]. There is a growing literature on the risk of diabetes mellitus in 
patients taking atypical antipsychotics. Henderson et al [8] studied 82 
adult patients who were treated with clozapine over five years, and found 
increased risk for diabetes (36.6%) and weight gain. Surprisingly, diabetes 
risk was not linked to weight gain, which has been one of the hypothesized 
mechanisms. The risk to children and adolescents for diabetes due to atyp- 
ical antipsychotics is unknown at this time. However, given the many 
potential years of exposure to the drugs, it is of great concern. 

The widespread use of newer antidepressants in children raises other 
concerns. Reports in the literature show hyperactivity and irritability to be 
relatively common side effects of selective serotonin reuptake inhibitors in 
children, with rates of about 20% [9]. The dilemma is that this type of side 
effect is similar to manic symptoms, as well as attention-deficit hyperactiv- 
ity disorder, which can again lead to diagnostic confusion. There are no 
studies of juveniles that help clarify whether this phenomenon is only a side 
effect or whether it represents bipolar disorder or a predisposition to bipolar 
disorder. This is similar to the controversy which erupted many years ago 
around tricyclic-induced mania. 

Current diagnostic categorization treats childhood mania the same as 
adult mania and assumes it is part of a bipolar illness. Given the lack of 
knowledge about preadolescent mania, that may be premature. Perhaps our 
research and clinical work would be better served by having a separate 
category for preadolescent mania. This is similar to the approach that was 
taken for childhood anxiety disorders. Separate categories were maintained 
for childhood anxiety disorders in the earlier versions of the DSM. Research 
was conducted on the childhood disorders, and only after research showed 
continuity with the adult anxiety disorders, were the child and adult cat- 
egories combined. Such an approach would promote study, and would lead 
to less diagnostic bias. 
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5.5 
Bipolar Disorder in Children: Some Issues of Concern 


Y.C. Janardhan Reddy and Shoba Srinath! 


This extensive and timely review by Shulman and colleagues provides a 
useful perspective on the effect of gender and age on phenomenology and 
management of bipolar disorder. We consider here certain issues specific to 
bipolar disorder in children. 

Bipolar disorder in the juvenile population is less well studied than in 
adults. There are several unresolved issues. Most important is the high rate 
of comorbidity with attention deficit hyperactivity disorder (ADHD). This 
had led some researchers to suggest that ADHD may be a marker of a very 
early onset bipolar disorder [1]. However, Indian studies do not report high 
rates of ADHD [2, 3]. Ascertainment bias and differing clinical characteris- 
tics of the samples seem to explain the disparity. While all the previous 
studies included referred clinical samples, often recruited from clinics well 
known for treating ADHD children, the Indian patients were largely self- 
referred and drug-naive. Even a family study [4], which suggested that 
ADHD with bipolar disorder could be a familial subtype, suffered from 
similar ascertainment bias. Most of the data suggesting association between 
ADHD and juvenile bipolar disorder has come from the USA. Therefore, 
replication outside the USA and in representative samples is needed to 
resolve the controversy. 
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Another issue is the pathway to juvenile bipolarity. Akiskal et al [5] suggest 
that most children and adolescents with depressive disorder are pre-bipolar. 
Studies of depressed patients recruited from tertiary care centres support this 
possibility [6]. However, a recent follow-up study of adolescents with major 
depressive disorder in a community sample reported bipolarity in less than 
1% of the sample [7]. A related issue is the relationship between tempera- 
mental predispositions and bipolarity. There is evidence to suggest that 
temperamental instability may be predisposing young depressives to de- 
velop bipolar II disorder [8]. However, the data on bipolar II disorder in 
juveniles is at present very limited, though the disorder is more prevalent 
than bipolar I disorder [9]. There is a need to study bipolar II disorder in the 
juvenile population and its relationship with temperamental instability and 
bipolar I disorder. 

As noted in the review, the findings of course and outcome studies of the 
juvenile population differ greatly. The differences are striking when com- 
pared with the findings of the Indian study [2]. This study reported 100% 
recovery from index episodes, a high rate of relapse (67%), very low rates of 
comorbid conditions and suicide/suicide attempts, and absence of alcohol/ 
substance abuse. Ninety percent of the relapses occurred within two years 
of recovery from the index episode. This finding provides justification to 
consider prophylaxis in juvenile bipolar disorder, even after only one epi- 
sode. 

An important aspect of the course in juvenile bipolar disorder is rapid 
cycling. A study by Geller et al [10] reported rapid cycling in 83% of their 
sample, with 75% of rapid cyclers having ultradian cycling. Interestingly, in 
the Indian samples, rapid cycling was observed in only 8 to 14% of the 
subjects [2, 3]. 

Clinical justification to use valproic acid in children and adolescents is 
based largely on its proven efficacy in adults. However, its safety in young 
females is yet to be established. In addition, it is associated with serious 
adverse effects such as hepatotoxicity and pancreatitis. Therefore, a safer 
alternative such as carbamazepine, a remarkably understudied drug, de- 
serves proper evaluation in controlled trials. However, ethical problems 
are likely to arise in conducting any placebo-controlled trials involving 
severely ill bipolar children. Moreover, having a placebo arm has inherent 
difficulty in recruiting severely ill children and this may pose problems 
in detecting differences between active drugs and placebo. Therefore, 
employing placebo-controlled designs in children needs to be debated 
widely. 

Overall, juvenile bipolarity is still largely understudied, with some early 
indications that the comorbidity patterns and course could be different in 
populations drawn from different cultural contexts. It is not clear whether 
these differences are the result of different ascertainment methods or true 
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cross-cultural variations. A prospective follow-up of large samples is war- 
ranted to examine if these differences are truly cross-cultural, especially in 
the light of the finding that schizophrenia has a better prognosis in develop- 
ing countries [11]. 
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5.6 
Bipolar Disorder: The Need for Treatment Outcome Studies 


Peter M. Lewinsohn! 


Shulman et al present a very scholarly and comprehensive review of the 
empirical literature. It enables the reader to know the current state of 
the field and, importantly, where there are critical gaps in knowledge. For 
example, it is painfully clear that treatment outcome studies to evaluate the 
efficacy of treatments for bipolar disorder (BD) in children, adolescents, and 
older people are badly needed. 

The coverage of the chapter is fairly complete, but there are some areas 
that deserve further attention. One of them is the importance of managing 
the suicidal behaviour of bipolar adolescents. One of the most firmly estab- 
lished facts in the literature is that adults with BD are at very high risk for 
suicidal behaviours, but knowledge about the suicide attempt and comple- 
tion rates among adolescent bipolar patients is relatively sparse [1]. In our 
study with bipolar adolescents [2] we found that 72% had suicidal ideation 
and 44% had attempted suicide. 

The controversy concerning possible differences in the phenomenology of 
child and adult BD and the fact that some [3] believe that the prevalence of 
mania in children may be substantial also might have been focused. The 
manifestations of childhood and adolescent mania and hypomania differ 
somewhat from those in adulthood. For example, the symptoms of grandi- 
osity and excessive involvement in pleasurable activities can vary as a 
function of age and developmental level [4, 5]. In addition, juvenile BD is 
characterized by high rates of rapid cycling (e.g., > 4 cycles per year) and 
very high rates of comorbidity with attention deficit hyperactivity disorder 
(ADHD) [6] and conduct disorder [7]. In addition, prepubertal BD differs 
from adolescent BD in showing non-classical presentations such as dys- 
phoric mania, irritability, aggressiveness, and the absence of clear-cut epi- 
sodes which follow good premorbid adjustment. Juvenile BD appears to be 
a much more chronic condition that has a very early onset age [8]. These 
patients are severely impaired, showing a great deal of emotional lability 
and impulsivity. It is important to ascertain whether juvenile and classical 
forms of mania [9] are manifestations of the same disorder or not [8, 10, 11]. 
Identification of the psychosocial antecedents and consequences of prepu- 
bertal and adolescent BD need to be pursued by future research in order to 
facilitate development and evaluation of preventive and therapeutic inter- 
ventions. For a review of this literature the reader is referred to a forthcom- 
ing book [12]. 
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Another gap in our knowledge involves the clear delineation of the 
psychosocial impairments that are associated with bipolar disorder and 
whether they persist after recovery. It is of considerable clinical importance 
to know whether bipolar patients who have recovered from the illness are 
able to return to their premorbid level of psychosocial functioning. 
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5.7 
Juvenile Onset Bipolar Disorder: Longitudinal Studies Long Overdue 


Jay N. Giedd' 


Dr Shulman and colleagues have done a superb and scholarly job in 
reviewing the relevant literature regarding age and gender effects on the 
phenomenology and management of bipolar disorder. The most striking 
aspect of the review is not the details of the literature but the conspicuous 
paucity of paediatric studies. This is especially alarming given the large and 
increasing number of children and adolescents who are being treated with 
mood-stabilizing agents with little data to support or guide the use. 

The reasons for the lack of pharmacological studies in children are myriad 
and include inherent difficulties in assessing outcome measures in subjects 
whose cognition and behaviour change rapidly in normal growth, the 
moving target of developmental physiology, issues of informed consent in 
minors, and protracted risk of litigation for pharmaceutical companies 
sponsoring the research. 

Another issue that confounds paediatric bipolar research and treatment is 
diagnostic uncertainty, particularly the relationship between juvenile-onset 
bipolar disorder (BD) and attention deficit hyperactivity disorder (ADHD). 
Whether large numbers of children with BD are being misdiagnosed as 
ADHD is a raging topic in child psychiatry. The stakes of this debate are 
compounded by the fact that treatments for BD are generally ineffective for 
ADHD and treatments for ADHD are generally ineffective or may even 
induce mania in BD. 

The clinical distinction between BD and ADHD is complicated by directly 
overlapping DSM-IV diagnostic criteria of talkativeness, distractibility, and 
psychomotor agitation. Other symptoms, although not identical in DSM-IV 
terminology, can be difficult to discern. For example, “decreased need for 
sleep” in BD can be confused with the sleep difficulties common in ADHD, 
“flight of ideas” in BD can be mistaken for “difficulty sustaining attention” 
in ADHD, and “excessive involvement in pleasurable activities that have a 
high potential for painful consequences” in BD may blur with “impulsiv- 
ity” in ADHD. Both disorders frequently involve impairments in social and 
family relationships, school performance, and self-esteem. Also, both are 
highly comorbid with other disorders, such as learning disability, oppos- 
itional defiant disorder, or conduct disorder. ADHD is quite commonly 
diagnosed in juveniles with BD [1] although the reverse is not true—longi- 
tudinal studies of ADHD have generally not shown an increased incidence 
of BD [2]. 
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Despite this substantial overlap, there are some features that are fairly 
distinctive between these two disorders. For example, 52 of 60 BD children 
but only three of 60 ADHD children reported elevated mood and 51 BD 
versus four ADHD children reported grandiosity [3]. Also significantly 
more common in BD were decreased need for sleep, racing thoughts, and 
hypersexuality. A careful clinical history, usually involving the use of life 
charts to map the lifelong history of symptomatology, can often provide this 
important discriminatory data. 

Family history may also be important in discriminating ADHD from BD. 
First-degree relatives of children with ADHD have higher rates of ADHD 
(but not BD), whereas first-degree relatives of children with combined BD 
and ADHD have higher incidences of both BD and ADHD [4]. 

In addition to ADHD, BD must be distinguished from normal develop- 
ment. The ability to modulate affect is a fairly advanced cerebral function. 
Children who exhibit displays of affect dysregulation may be doing so 
because the neurocircuitry subserving the ability to modulate affect is not 
yet mature, not because they have BD. This may explain why many children 
seem to “outgrow” the symptoms. 

Another issue regarding juvenile-onset BD is whether the phenomen- 
ology is sufficiently different between children and adults to require 
separate diagnostic criteria. Geller and Luby, in a review of the juvenile- 
onset BD literature from 1987 to 1997, conclude that juvenile-onset BD is 
characterized by non-episodic, chronic, rapid-cycling, mixed manic states 
[5]. However, others argue that “discrete episodes” are the sine qua non of 
BD, pointing out that DSM-IV defines a manic episode as “A distinct 
period of abnormally and persistently elevated, expansive, and/or irritable 
mood. This represents a significant change in the patients’ baseline 
mental status, and must last for at least one week (or any duration if 
hospitalization is necessary). Longitudinal studies are needed to establish 
the continuity between the juvenile onset and adult form of BD. If continuity 
and age-dependent phenomenology can be firmly established, future gen- 
erations of DSM should include a separate diagnostic entity of juvenile- 
onset BD. 

Longitudinal paediatric studies are also desperately needed to assess 
the long-term benefits of early diagnosis and treatment and the effects of 
medication on the developing brain. Lacking well-controlled pharmacology 
data, clinicians working with children have had to extrapolate from 
adult studies to guide their medication management. Robust differences 
between the anatomy and physiology of adult and paediatric brains make 
these extrapolations perilous. Further evidence of this comes from data 
showing that tricyclic antidepressants are not as effective for childhood 
depression, despite high agreement that the disorder is continuous with 
the adult form [6]. 
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In summary, despite the many inherent challenges, the need for well- 
controlled longitudinal studies of the phenomenology and pharmacology of 
juvenile-onset BD is paramount. 
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5.8 
Development Issues in Bipolar Disorder: Comments, Controversies and 
Future Directions 


Vivek Kusumakar! 


Shulman et al, in their review of age and gender issues on phenomenology 
and management of bipolar disorder, have given the reader a most compre- 
hensive view of the literature. The recurrent themes of discussion and 
debate about child and adolescent bipolar disorder include: Does bipolar 
disorder really onset in this age group? How common is it? How can one 
recognize bipolar disorder before there is threshold level mania? What are 
the overlaps and interfaces with attention deficit hyperactivity disorder 
(ADHD) and conduct disorder, alcohol and substance abuse, and borderline 
personality functioning? Are the clinical manifestations different from the 
classical adult onset variety of the disorder? Is there cognitive dysfunction 
and functional deficit in juvenile onset bipolar disorder? What are the 
effective treatments in this age group? 
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Although much of the literature suggests that the age of onset of bipolar 
disorder is in the mid-20s, for those clinicians who work across the life cycle, it 
is evident that episodic anxiety, dysthymia and major depression often 
predate hypomania or mania by years. Egeland’s seminal publication in 
1987 [1] demonstrated that there is first impairment associated with affective 
symptoms at 15.5 years, first fulfilment of research diagnostic criteria for 
bipolar disorder with the manifestation of mania at 18.7 years, first treatment 
at 22.0 years and first hospitalization at 25.8 years. So, why is it that many 
studies continue to talk about bipolar disorder as a predominantly adult onset 
disorder, while North American literature abounds with adolescent and even 
preadolescent onset disorders? This could be because almost all studies have 
been retrospective in nature, and the age of the first manifestation of mania is 
taken to be that of first diagnosis, thus ignoring other affective symptoms that 
appear earlier. Clearly, clinicians and researchers who only consider bipolar 
type I disorder to be the “true illness” are apt to ignore bipolar type II and 
other forms of biphasic mood dysregulation. However, one must also con- 
sider that: bipolar disorder is a heterogeneous illness, with juvenile and adult 
onset variants; the age of onset of hypomania and mania has become earlier in 
successive generations due to genetic processes of anticipation; the increasing 
use of antidepressants, particularly in North America, in children and ado- 
lescents is unmasking the condition at a younger age. 

At this point in scientific inquiry, the presence of anxiety and depressive 
syndromes in the presence of a history of bipolar disorder in a parent or 
sibling, psychotic symptoms as part of the depression, and pharmacologic- 
ally induced hypomania or mania are all predictors of future bipolarity of 
illness. Yet the debate as to what is the most effective and least detrimental 
treatment for this phase of the condition remains unresolved. There are 
reports of the ineffectiveness of lithium or valproate in this phase. A re- 
cently reported 20-week randomized open study [2] of adolescents with 
major depression and with a parent or sibling with bipolar disorder treated 
with lamotrigine or sertraline demonstrated that lamotrigine is not only 
more likely to cause remission of depression but is also not associated 
with switching to mania or provoking accelerated and chaotic cycling of 
mood, as with sertraline. This begs the questions: should the use of anti- 
depressants in this particular patient population be tempered? Should a 
mood stabilizer be the first-line treatment? Although a slow titration sched- 
ule with lamotrigine minimizes the risk of serious rash in the adolescent, 
pre-adolescents and all patients on concurrent valproate continue to have a 
higher risk of serious dermatological problems. 

Offspring of bipolar type I, particularly lithium responder, parents tend to 
have a more episodic bipolar disorder, while the offspring of lithium non- 
responder parents present with significantly greater comorbidity and a 
more amorphous and less discrete clinical condition. 
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The wide variation in the reported prevalence rates of ADHD in juvenile 
bipolar disorder is intriguing. Canadian, Indian and US data are similar for 
all other types of comorbidity, except ADHD, which is reported to be over 
50% in US studies and about 5% in Canadian studies, and 0% in an Indian 
study. Apart from the facetious comment that there is a greater risk of 
bipolar disorder comorbid with ADHD if you live in the USA, one must 
also consider that this might be an artefact of the overlapping diagnostic 
criteria for ADHD and mania. One cannot rule out that a subtype of ADHD 
may, in fact, demonstrate biphasic mood dysregulation at some point 
during the course of the illness. 

Although clinicians often use dichotomous diagnostic thinking to come to 
a decision if an adolescent is suffering from a bipolar disorder or borderline 
personality functioning, the clinical realities are that: a) early childhood 
trauma and abuse are not uncommon in juvenile bipolar disorder, b) bor- 
derline personality functioning can be the interpersonal and behavioural 
manifestation of ultra rapid and ultradian biphasic mood cycling, and c) 
untreated or undertreated rapid cycling bipolar disorder during a critical 
stage of personality development can cause borderline personality function- 
ing. Only carefully conducted prospective studies and well-designed case 
control studies can throw light on this issue. 

There appears to be a consensus that chaotic and rapid biphasic mood 
cycling, particularly in bipolar type II disorder and likely with a female 
preponderance, is the hallmark of juvenile bipolar disorder. Mixed states 
and psychotic symptoms too are common. The 1970s’ work of Strober and 
Carlson about the misdiagnosis of mania as schizophrenia holds good to 
this day. 

Juvenile bipolar disorder is commonly associated with a turbulent course 
and with disabling sub-threshold symptoms even after a syndrome has 
been successfully treated. More recent work by Robertson and Kutcher [3] 
and MacMaster and Kusumakar [4] suggests that bipolar youth have prob- 
lems in executive functioning not restricted to attentional problems. For 
example, functional magnetic resonance imaging (fMRI) studies suggest 
that prefrontal cortex functioning is impaired during the execution of math- 
ematical tasks in bipolar and other mood disordered young people. These 
findings have major implications in treatment planning, which will have to 
include educational exercises to remobilize and reintegrate prefrontal cortex 
functioning, not simply the use of medication treatments. 

The area of pharmacological treatment research is only in its infancy in 
juvenile bipolar disorder, as clearly reviewed by Shulman et al. A major 
challenge to any interpretation of effectiveness is the treatment non-adher- 
ence rates common in juvenile conditions. Clinicians and clinical services will 
be well advised to use the models of psychoeducation and collaborative 
management pioneered in juvenile diabetic clinics across the world. 
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5.9 
Suicide and Bipolar Disorder in Children and Adolescents 


Raul R. Silva and Veronica Rojas! 


Shulman et al’s review presents an interesting theoretical and academic 
framework for studying the significance of gender and age in the presenta- 
tion and treatment of bipolar disorder (BD). In this commentary, we would 
like to examine and elaborate on one particular aspect, that is the issue of 
suicidality in BD, especially among children and adolescents. 

In the United States alone, the estimated annual economic burden of BD 
is calculated at $45 billion. Suicide and lost income secondary to dis- 
ability represents 80% of this figure [1]. The risk of suicide for patients 
with BD is higher than for those with other psychiatric and medical illnesses 
[2]. 

Sax et al [3] found that, in 88 consecutively admitted patients, those with 
onset of their affective illness before the age of 18 were significantly more 
suicidal than those with illness onset at older ages. Tondo et al [4] reported 
that younger patients in their sample of 310 BD subjects demonstrated 
higher risks of suicidal behaviour. Lewinsohn et al [5] found that suicide 
attempts are twice as common in adolescents with BD, when compared to 
adolescents with major depressive illness, and 44 times more common than 
in healthy controls. 

Efforts have been made to further understand what features may increase 
suicidal risk in this population. Brent et al [6], in their psychological auto- 
psy study, found that successful suicides were associated with mixed 
state presentations rather than manic states. Strakowski et al [7], in a study 
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that included patients from the ages of 16 on, found that suicide attempt 
rates were higher in the group of BD patients with mixed versus manic 
presentation. They then analysed the role of severity of depression ratings in 
these patients and found that this factor was what most strongly predicted 
suicide attempts. They determined, in their sample of BD patients, that a 
rating score between 14 and 18 on the Hamilton Depression Scale correctly 
identified 90% of manic patients with a suicidal attempt. 

Strober et al [8] identified that 20% of adolescents with BD attempt suicide 
within a five-year period. Tondo et al [4], in a sample of BD patients aged 12 
years and older, found that more than 50% of serious suicide attempts 
occurred during the first five years of the illness. This is especially important 
since the elapsed time from first symptoms to starting medication was 
slightly over eight years in their investigation. Furthermore, in that study, 
suicide attempt rates were approximately 10 times greater prior to treatment 
and after stopping treatment with lithium when compared to the period of 
treatment with lithium. Tondo and Baldessarini [9] reported strikingly 
similar results on the protective effects of lithium against suicide. They 
examined 22 studies and found nearly a 7-fold decrease in annual rates of 
suicidal behaviour for patients on lithium maintenance treatment. 

There are other elements that should be integrated in the conceptualiza- 
tion and assessment of suicidal behaviour. Mann et al [10] have postulated a 
stress-diathesis model to integrate the biologic factors and precipitants for 
suicidal behaviour. The biological factors include temperamental factors 
such as impulsiveness and aggression, altered brain functioning (such as 
altered serotonergic functioning), the use of illicit substances and alcohol, 
the existence of prolonged medical illness, and genetic or familial contribu- 
tants. In this vein, it should be kept in mind that there is evidence that 
suicidal behaviour runs in families irrespective of psychiatric disorder 
[11]. Serious psychosocial stressors can include but are not limited to sig- 
nificant losses (of a friend, worldly possessions, or the death of a parent), 
or exposure to life-threatening circumstances such as physical or sexual 
abuse. 

In conclusion, it should be borne in mind that children and adolescents 
with BD can present a significant suicidal risk. The characteristics of the 
studies mentioned above are factors that are important to sort out when 
evaluating a BD patient with suicidal potential. Factors such as age of illness 
onset, mixed BD presentations, significant depressive symptom manifest- 
ation, significant psychosocial or medical stressors, substance or alcohol 
abuse, the lack of proper treatment, and a family history of suicidal gestures 
or completion, can all increase the potential risk of these patients going on to 
seriously hurt themselves. 
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5.10 
Bipolar Children and Adolescents: A Latin American View 


Edgard J. Belfort’ 


Reports in the scientific literature concerning childhood bipolar disorder are 
few and show several inconsistencies. 

Shulman et al’s paper provides a useful overview of the epidemiology of 
this disorder, its impact on psychosocial functioning, the differences in its 
symptomatic expression with respect to bipolar disorder in the adult, its 
prognosis and comorbidities, and a guide to some of the treatment strategies 
presently available. 
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The authors mention that an early age of onset of bipolar disorder is 
associated with greater psychosocial impairment. In Latin America, the 
complex interaction between adverse life events (poverty, malnutrition, 
adverse perinatal events, parental problems and the lack of a stable rela- 
tionship with a parental figure during childhood, poor socioeconomic and 
educational status, lack of social support, physical illnesses, etc.) makes it 
even more difficult to evaluate the psychosocial implications of bipolar 
disorder in children and adolescents. Some clinical evidence suggests that 
a higher number of stressful life events is associated with the occurrence of 
emotional disorders in the child population [1]. It appears likely that genetic 
factors interact with environmental factors to influence the vulnerability of 
this population. In the absence of heritable risk factors, children appear to be 
less vulnerable to psychosocial adversity. 

As reviewed in Shulman et al’s paper, the differences in the sympto- 
matic expression of bipolar disorder in youth versus adults have not 
been consistently reported across studies. However, the existing data are 
sufficient to suggest that bipolar disorder with onset before the age of 
18 years is essentially the same disorder as in adults. The same diagnos- 
tic criteria are used as for adults; youth may differ with regard to the 
developmental presentation of symptoms and comorbid psychiatric dis- 
orders. 

Cross-cultural issues may influence the expression or interpretation of 
symptoms. In the Latin American context, the clinical experience has been 
consistent in finding that mixed mania is more frequent in the youth. The 
most common clinical aspects are psychomotor agitation, pressure of speech, 
somatic complaints, diminished concentration, distractibility, severe de- 
pressed mood and positive family history of bipolar disorder. As mentioned 
by Bowring and Kovacs [2], the changes noted in mood, psychomotor 
activity, and mental excitement are often markedly labile and erratic, 
rather than persistent. Thus, hallmark manic symptoms, such as gran- 
diosity, psychomotor agitation, and reckless behaviour, must be differenti- 
ated from those of other more common childhood disorders, as well as from 
the normal childhood phenomena of boasting, imaginary play, overactivity, 
and youthful indiscretions. Although none of the individual elements of this 
cluster is invariably present, the syndrome occurs in many different clinical 
contexts. 

A significant number of youth display comorbid attention deficit hyper- 
activity disorder (ADHD), conduct disorder and/or substance abuse [3]. 
Latin American children and adolescents with bipolar disorder show a 
similar comorbidity, which may further complicate the diagnosis of bipolar 
disorder in this age group. The presence of comorbid behavioural disorders 
and/or substance abuse negatively influences prognosis and treatment 
response [4]. 
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To organize the clinical information using a life chart to characterize the 
course of illness, patterns of episodes, severity, and treatment response, 
according to each specific culture or locality, may be very helpful. Using 
such a longitudinal perspective to conceptualize the disorder helps with 
diagnostic accuracy. 
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5.11 
Impact of Development on Diagnosis and Treatment of Bipolar Disorders 


Elizabeth B. Weller! 


Bipolar disorder (BD) is a severe and often chronic condition, which ser- 
iously disrupts the lives of children, adolescents and adults by the means of 
increased rates of suicide attempts and completion, poor academic perform- 
ance, disturbed interpersonal relationships, increased rates of substance 
abuse, legal difficulties, and multiple hospitalizations [1, 2]. In spite of its 
potential to produce significant disability, BD in children has been poorly 
studied [3, 4]. 

To determine the direction of future research into childhood BD, it is 
important to review what is really known about BD in children. Shulman et 
al’s review addresses this need with current information about the impact of 
age and sex on the diagnosis and management of BD. The authors state that 
women may be more likely than men to be diagnosed with BD type II. 
Although the evidence on gender-specific prevalence of BD in children is 
limited, Carlson et al [5] suggest that young subjects with early-onset mania 
(before the age of 21) are more likely to be male (69.6% versus 26.6%), to have 
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more complicated psychopathology (i.e., early onset of behaviour problems 
and substance abuse comorbidity, mixed episodes, and paranoid symptoms), 
to spend more time in the hospital overall, and to be less likely to remit 
completely over 24 months than subjects whose illness first emerges after 
age 30. This observation was also made by Costello, who suggests that early- 
onset BD is more common in males, especially in those with onset before 13 
years [6]. 

In regard to the questions of prevalence of BD and the age of onset, 
Shulman et al cite Goodwin and Jamison [7], who reviewed 898 cases from 
1977 to 1985 and estimated that 0.3% of patients had onset of illness before 
the age of 10. Our own study showed that mania was present in 22% of 
severely disturbed children (including definite, possible and probable 
manic children) [8]. 

Shulman et al also highlight the decline in psychosocial functioning, 
which is a significant problem in children with BD. Miiller et al. [9] exam- 
ined 80 family members of BD patients and found that they more often 
failed a grade (nine compared to one in the control group), obtained lower 
grades (38 compared to 23) and less often succeeded in their final examin- 
ations (15 compared to 38). Among the BD patients themselves 30% did not 
finish school. When an otherwise intelligent child is failing at school, mood 
disorder and substance abuse should be considered hand in hand with 
learning disabilities. 

Antisocial behaviour in bipolar children is a cause of great concern. For 
example, Pliszka et al found 10 of 50 youths at an urban juvenile detention 
centre met criteria for mania, another 10 met criteria for major depressive 
disorder, and one met criteria for bipolar disorder, mixed type. The authors 
conclude that there is a high rate (42%) of affective disorders in juvenile 
offenders [10]. 

Suicide risk in youth, especially adolescents, with BD relative to children 
with other psychiatric illnesses is also a significant problem [11]. Eleven of 
54 bipolar adolescents (20%) made suicide attempts that required medical 
attention during a five-year follow-up [2]. Comorbid substance abuse fur- 
ther increases a bipolar adolescent’s risk for suicide [12]. 

Treatment of childhood BD is significantly understudied due to the 
paucity of controlled studies. The only completed double-blind, placebo- 
controlled study in this age group involved the use of lithium in adolescents 
with BD and comorbid substance use [13]. In this study there was decreased 
substance use on lithium. However, there were no comments on what 
happened to bipolarity symptoms. There are no contemporary controlled 
studies available to guide our therapeutic approach for the management of 
children with these very difficult, highly comorbid conditions. Thus, most 
clinicians use medications based on either their own clinical experience or 
on the results of studies in adults. 
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5.12 
Gender, Age and a Developmental Perspective in Mania 


Gabrielle A. Carlson! 


Shulman et al. have provided a thorough discussion of gender and age in 
bipolar disorder. I would like to examine three details more closely. 

First, it is important to clarify whether one is considering lifetime rates of 
bipolar disorder obtained from a community sample, or current rates of acute 
mania obtained from a clinical sample. Community studies of adults with 
bipolar I disorder suggested an even distribution of gender (lifetime rates of 
0.45% among men and 0.47% among women). The one-year incidence was 
0.36% [1]. 

In the Oregon Adolescent Depression Project (OADP), Lewinsohn et al [2] 
reported bipolar rates of 0.95% (66.7% female) in 14-18 year olds. Rates and 
gender distribution have generally been interpreted as similar to adults. 
Reading the “fine print”, however, reveals that only two teens (gender not 
reported) had lifetime rates of mania; the remainder reported lifetime hypo- 
mania with varying levels of depression severity De, bipolar II disorder and 
cyclothymia). Basically, most subjects were depressed. The one-year mania 
incidence was 0.13%, significantly lower than in adults. 

Since bipolar disorder often begins in adolescence and since a number of 
years may elapse before a person with bipolar disorder either seeks treat- 
ment or receives accurate diagnosis [3], we might speculate that young 
people with subsyndromal mania or major depression would be at high 
risk to develop full-blown mania. However, a follow-up of a subsample of 
the OADP subjects, conducted when they were 24 years old [4], revealed 
that only three additional patients (annual incidence 0.08%) had developed 
acute mania (another three had developed hypomania). Only one of these 
had progressed from earlier hypomania, and less than 1% of adolescents 
with major depression had switched to mania. Nor did subjects come from 
the 5.7% of teens felt to have subsyndromal mania. These findings suggest 
that extrapolation from community samples to clinical samples with bipolar 
disorder is not straightforward. 

Although clinical samples and research designs reduce diagnostic 
problems, referral bias emerges. Gender ratios may depend on the kind of 
comorbidity selected by the clinical sample. Comparing hospitalized young 
adolescent (mean age 15) and adult manic patients (mean age 28), McElroy 
et al [5] found no difference in gender distribution (63% of adolescent, 55% 
of adult subjects were female). The young sample’s mania was more 
“mixed”; few were substance abusing. The Suffolk County First Episode 
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Project, a community study of patients hospitalized with psychosis (includ- 
ing mania), reported clear age/gender differences at hospitalization in 
mania. Of manics hospitalized under age 20, only 33% were female; between 
ages 20-29, 47% were female; and those aged 30 and over were 69% female. 
The age/gender differences were significant Oe = 8.317, p = 0.016) [6 and 
unpublished data]. Mixed episodes were uncommon in this youth sample; 
rates of externalizing disorder and substance abuse were very common. 
Perhaps where externalizing comorbidities (and substance abuse) are 
more common, male gender will predominate. If those comorbidities are 
excluded, and if the scope of “bipolar disorder” is broadened to include 
subtypes in which depression is more prominent, females are better repre- 
sented. 

Finally, the conclusions drawn about “age of onset” depend on how onset 
is defined. Shulman et al noted the discrepancy between the comparatively 
poor outcome found for young bipolars in the above-mentioned Suffolk 
County Project and the similar long-term outcomes in adolescent vs. adult 
onset subjects admitted to Chestnut Lodge [3], a finding similar to that of 
Carlson et al [7] for a sample admitted to the National Institute of Mental 
Health. Differences between these studies are many. Most basically, the 
earlier studies only counted first symptoms of any mood problem, not first 
hospitalization for acute mania. Follow-up was also much longer. Though 
Carlson et al found poor two-year outcomes in the young-onset sample 
[6], outcomes in the two age groups had equalized by the four-year point, 
because the young sample had improved [8], a difference largely accounted 
for by their decreased substance abuse. This suggests that maturation as 
well as psychopathology may be interacting to affect outcome. 

This re-examination hypothesizes that gender and outcome may depend 
on comorbidity and on age of onset of mania. A developmental perspective 
might add to our understanding of the interaction and its impact on out- 
come. 
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5.13 
Gender and Age in Mixed States 


Jean-Francois Allilaire’ 


Episodes occurring during the course of bipolar disorders which include 
symptoms of both mania and depression are referred to as mixed states. 

Some investigators have reported that certain patient populations may be 
at higher risk than others of experiencing mixed episodes. Studies have 
repeatedly demonstrated that mixed episodes occur more commonly in 
female patients [1-3]. Adolescent mania has also been found more likely 
than adult mania to be mixed, with more frequently high rates of depressive 
features [4-7]. 

Mixed episodes have also been associated with a later age of onset, first 
treatment and first hospitalization compared with pure manic episodes. The 
first mixed episode has been shown to occur later (average age 39.2 years) in 
the course of illness than the patient’s first depressive (average age 27.6 
years) or manic (average age 30.6 years) episode. It has been also shown [3] 
that patients who experience mixed episodes are more likely than patients 
without mixed episodes to experience depressive episodes early in the 
course of illness. In a study by Dell’Osso et al [8] carried out on 108 female 
inpatients with bipolar disorders, 24.5% had a first episode which was 
mixed, 65.3% a depressive first episode, and 8.2% a manic first episode. 

Contradictory data exist regarding whether or not bipolar patients with 
mixed episodes experience more episodes of illness than patients without 
mixed episodes. Suicidal ideation and attempts have been demonstrated to 
occur more frequently in the context of bipolar disorders with mixed versus 
pure manic episodes. Strakowski et al [9] found that 26% of patients with 
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mixed mania had suicidal ideation compared with 7% patients with pure 
manic episodes. 

Higher rates of comorbid substance abuse have been found in bipolars 
with mixed states (46%) compared with bipolars without mixed episodes 
(20%) in the study by Himmelhoch et al [10]. 

Other clinical features associated with mixed episodes are a higher fre- 
quency of mood incongruent psychotic features and negative formal 
thought disorder and a lower frequency of positive formal thought disorder 
[11]. Longer hospital stays and stressors preceding the index episode have 
also been associated with mixed episodes. 

Finally, the course of mixed states tends to be protracted, and antidepres- 
sants may induce exacerbation of excitatory symptoms and hyperlability. 

The French EPIMAN study [12] showed that mixed mania defined cross- 
sectionally by the simultaneous presence of at least two depressive symp- 
toms represents a prevalent and clinically significant and distinct form of 
mania. Furthermore, subthreshold depressive admixtures with mania 
appear to represent the most common expression of dysphoric mania. 

In terms of temperament, the EPIMAN study showed that men have more 
pure manic episodes, which may be due to the over-representation of 
hyperthymic temperament. On the other hand, the depressive temperament 
is over-represented in women and could explain the higher prevalence of 
mixed mania in women. 

In conclusion, mixed states are frequent and differ with respect to gender 
and age distribution from other bipolar disorders. They require special 
attention concerning diagnosis and therapeutic management. 
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5.14 
Beyond Phenomenology: What are Mixed States and Do Children Really 
Develop Mania? 


Guy Goodwin! 


Gender and age are as neglected as the many aspects of bipolar disorder that 
remain under-investigated. The gender issues highlighted in Shulman et als 
review appropriately reflect our uncertainty about the status of depressive 
symptoms in bipolar disorder and in particular the evaluation of mixed 
states. The arbitrary definition of mixed states currently hinders rather than 
helps understanding. Furthermore, it is difficult to see how more detailed 
and sensitive instruments for assessing symptoms will ultimately resolve 
the more fundamental problems, because they simply, and inevitably, 
detect the target subsyndromal symptoms towards which they are directed. 
Fundamentally, the contradiction is that in bipolar disorder we expect 
mania and depression to occupy opposite poles and to be, in all respects, 
independent of each other. When they co-occur, this is puzzling; it implies 
either that mood can be in two places at once (and at its opposite poles) or 
the two poles have different neurological substrates and they can to some 
extent be expressed simultaneously. Either formulation is contradictory. 
The issue of how we progress from phenomenology to neuronal mechan- 
isms is a fundamental challenge for the field at present. This particular 
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gender debate simply sharpens a more general problem. It is a possibility 
that direct investigations of neuropsychological function or sleep may allow 
us to move on to some extent from phenomenology and also give us meas- 
ures that are freer of bias and the preconceptions of observers. 

As an example, our current work has shown that the manic phase of 
bipolar disorder is characterized by impaired performance across a range of 
tasks assessing executive, mnemonic and attentional functioning. However, 
two measures, verbal learning (the California Verbal Learning Test, CVLT) 
and sustained attention, are particularly potent indicators of the deficit in 
mania, correctly classifying 87% of manic subjects and 91% of subjects 
overall [1]. Additional tests do not contribute to the classification of manic 
subjects and therefore do not represent core markers of the manic state. In 
the euthymic state only performance on a measure of sustained attention 
was impaired after controlling for low levels of affective symptoms [2]. 
Thus, impaired sustained attention may represent a trait marker for bipolar 
disorder, related to vulnerability to the disorder at a structural and/or 
neurochemical level, while impaired memory function is a state marker 
sensitive to mood change. However, memory function is modulated by 
mood in diurnal depression in bipolars [3]. This poses an interesting ques- 
tion: is the memory impairment that appears intrinsic to depression present 
in mania because the manic state is inherently and always a mixed one or do 
mood elevation and depression have separate and independent capacities to 
cause memory impairment? The same question also arises for sleep archi- 
tecture, which is similarly abnormal in mania and depression. The point is 
that a purely phenomenological question may actually have an answer 
rooted in neurobiology. 

The problems relating to the impact of age on bipolar disorder are more 
fundamental. There remains a concern that the diagnosis of bipolar disorder 
in children occurs much more frequently in North America than it does in 
Europe. The explanation for this remains both uncertain and interesting. 
There are two perceptions at work here; one is that North American criteria 
for mood disorder in children are more inclusive (and therefore perhaps less 
reliable) than those employed in Europe. This certainly appears to be the 
case, for example, for attention deficit hyperactivity disorder (ADHD) in the 
same population. The fact that the two have an uncertain clinical interface 
adds to this impression for Europeans. 

The other consideration relates to the bipolar/ ADHD relationship, but is 
an independent reason for concern. It stems from the suggestion that the 
wide prescription of methylphenidate may serve to precipitate manic illness 
in vulnerable young people. Because the diagnosis of ADHD and the pre- 
scription of methylphenidate is so much more common in North America, 
this could explain a true increase in the frequency with which mania is 
described [4]. That this is at least contributory is suggested by the finding in 
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North American centres that the age at presentation of patients with bipolar 
disorder is earlier in those who have had previous exposure to methylphe- 
nidate than those who have not. The debate about childhood mood disorder 
is a critical one. Earlier diagnosis and effective treatment of bipolar disorder 
is a major challenge for patients and clinicians alike. The resolution of our 
present uncertainties seems to demand improvements that conventional 
clinical diagnosis are unlikely to be able to offer—improved sensitivity 
and specificity of diagnosis in young people. Whether really early interven- 
tion in high risk subjects is feasible or simply a misleading over-enthusiasm 
remains very uncertain. 

Shulman et al’s review ends with a summary of what is described as 
“incomplete evidence” and “areas still open to research”. One has to reflect 
that at this date none of the evidence is yet complete and no one would 
sensibly declare any area of research closed given our surprising ignorance 
of this important but neglected disease. 
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5.15 
Late Life Depression and Mania 


Carl Gerhard Gottfries! 


Estimates of prevalence of late life depression vary widely according to the 
population studied, sample size, definition of depression and method of 
diagnosis. The prevalence of depression among people 65 years of age and 
older is usually estimated to 15% if all depressive disorders with clinically 
significant symptoms requiring intervention are included [1]. Major depres- 
sive disorders and bipolar affective disease occur somewhat less frequently 
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among the elderly when compared to younger adults. There are few studies 
on the prevalence of mania in the elderly. Retrospective studies generally 
have found that the number of new cases of mania and the prevalence of 
mania in the population decrease, although there is evidence to contradict 
this belief [2]. The diagnosis of mania in the elderly is confounded by the 
overlap of manic symptoms with other syndromes that occur in the elderly, 
as dementia, confusional states, and delirium. Pure mania as a part of a 
bipolar disorder is rather rare. This may be the result of premature death of 
patients with bipolar disorders due to suicide or cardiovascular disease. It 
may, however, also reflect age-related differences in symptom presentation 
of both depression and mania in the elderly. 

The symptomatology of late life depression is more heterogeneous than 
that of younger patients. The most common symptoms are somatic com- 
plaints, irritability, insomnia, fatigue, and comorbid anxiety. Compared to 
younger adults, elderly patients tend to somatize depressive symptoms. 
When mania is present, this is most often in the form of mixed mania with 
dysphoria and concomitant confusional states. Sometimes the syndrome is 
named disinhibition as uncontrolled emotional behaviour may dominate the 
picture. 

Also the aetiology of late life depression is more heterogeneous than that 
of depression in younger adults. Women are more depressed than men are; 
the difference between the sexes, however, is less pronounced than in 
younger adults. Patients with a family history of depression are also more 
likely to be depressed than those with no family history of depression, but 
genetic factors seem to have less importance in old age depression. 

In the elderly it is obvious that the ageing process and neurodegenerative 
disorders are important risk factors for syndromes of depression and mania. 
In patients with Alzheimer’s dementia (AD) 25% also fulfil the criteria for 
major depressive disorders and in patients with vascular dementia (VAD) 
the frequency of depression is similarly high. In stroke patients the fre- 
quency of depression is almost 50% the year after the stroke attack. If not 
only depression but also behavioural and psychological symptoms in de- 
mentia (BPSD) are investigated, the frequency of these symptoms is around 
85%. BPSD are often subdivided into subgroups. There are syndromes 
where overactivity is dominating, others where agitation and psychotic 
symptoms are dominating. Depression and insomnia are also frequent 
symptoms in BPSD. The prevalence of mania in demented patients is not 
well studied, and assumed to be low. However, if mixed mania, disinhibi- 
tion syndromes and BPSD were investigated, the frequency of these syn- 
dromes might well be high. 

As Shulman et al point out in their review, there is an association between 
cerebrovascular disease and bipolar disorders. Cognitive impairment is a 
prominent feature of old age mania. A clinical impression is that mania or 
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disinhibition syndromes are more frequent in VAD and frontal lobe demen- 
tia (FLD) than in AD. In fact, both “vascular depression” and ‘vascular 
mania” are discussed [3]. Depression with onset in old age is associated 
with white matter lesion [4]. This may indicate that vascular disturbances 
may be present and these changes do not only cause cognitive impairment 
but also depression and BPSD. 

In post-mortem human brain material from aged people and patients 
with AD and VAD, reduced levels of serotonin are reported [5]. This may 
well explain an increased risk for manic symptoms or disinhibited behav- 
iour. However, white matter damage may also cause a disconnection be- 
tween the frontal lobes and basal ganglia and brainstem, thus increasing the 
risk for disinhibited behaviour. This may also explain why patients with 
vascular depression appear to have more psychomotor retardation, greater 
lack of insight, and less agitation and guilt than elderly patients with early- 
onset depression without vascular risk factors. 

The study of the one carbon metabolism has created interest lately. This 
metabolism is of importance for many metabolic processes in the body and 
in the brain. It is dependent on the access to folic acid, vitamin B12 and 
pyridoxine (vitamin B6). A marker for the one carbon metabolism is serum 
homocysteine, which increases if the metabolic process is disturbed. In 
elderly patients with depression, mania, cognitive impairment and elderly 
with heart-vessel disorders a disturbance of the one carbon metabolism has 
been observed [6-8]. Of still greater interest is that Coppen et al. [9] have 
shown that patients with affective disorders who are on long-term treatment 
with lithium have less morbidity if the treatment is combined with folic 
acid. Patients with low serum folate respond less favourably to treatment 
with selective serotonin reuptake inhibitors (SSRIs) and there is a correlation 
between the response to treatment with sertraline, an SSRI, and serum folate 
levels, although the levels are within the normal distribution [10]. A dis- 
turbed one carbon metabolism may thus be a common risk factor for 
depression, mania, cognitive impairment and vascular disorders in the 
elderly that should be considered in the treatment. 
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INTRODUCTION 


Despite remarkable advances in its detection, treatment, and management, 
bipolar illness remains a highly prevalent disorder of enormous cost to 
society, from an economic and social perspective as well as from the stand- 
point of morbidity and mortality. In 1996, the World Health Organization 
ranked bipolar disorder as one of the 10 leading worldwide causes of both 
temporary and permanent disability for individuals aged 15—45, exceeding 
the number of disability-adjusted life years (DALYs) associated with nu- 
merous other serious and chronic medical conditions such as human im- 
munodeficiency virus (HIV) infection, diabetes mellitus, or asthma [1]. By 
the year 2020, it has been estimated that affective disorders will be second 
only to ischemic heart disease in DALY rank orderings [1]. Observational 
studies have found that psychosocial disability often extends far beyond the 
resolution of affective symptoms among bipolar as well as unipolar patients 
[2]. As noted in both cross-sectional and longitudinal findings from epide- 
miologic reports, functional disability for patients with severe mood dis- 
orders often persists after an index affective episode in ways that appear 
even more devastating than seen with many chronic medical conditions 
[3, 4]. 

This paper will review current information about the economic, occupa- 
tional, and social disability attributed to bipolar illness, focusing on factors 
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relating both to the procurement of treatment as well as the interpersonal, 
familial and work-related implications of bipolar disorder and its likely 
complications. Issues involving healthcare and service utilization will be 
examined in relation to models of healthcare delivery, pharmacoeconomics, 
psychotherapy, and relapse prevention. Finally, evidence regarding the 
economic and social costs due to illness will be examined from the perspec- 
tive of existing knowledge and future research directions. 

To comprehend the financial and psychosocial impact of bipolar illness 
requires an appreciation for a number of illness domains, including: 1) its 
epidemiology and diagnostic identification; 2) its treatment (including the effect 
of misdiagnosis, delayed treatment initiation, appropriateness of treatment 
interventions, and pharmacoeconomics); 3) the costs and complications 
associated with other psychiatric or medical conditions (or related states such 
as pregnancy) as affected by comorbid bipolar illness; 4) its occupational 
ramifications (including worker absenteeism and lost productivity); 5) its 
interpersonal dimensions (including divorce or relationship discord, illness 
effects on child-rearing, and other family and social relationships); 6) the 
domestic effects of bipolar illness (involving implications for independent 
residential community dwellings vs. assisted-living needs or possible home- 
lessness); 7) its forensic consequences (e.g., arrests, incarcerations, and harm to 
property and other individuals); and 8) death—due largely to suicide, but 
also to excess cardiovascular disease, accidents, and other reported sources 
of premature mortality [5]. Many of these dimensions are intermixed and 
merit consideration across varied contexts of the economic and social 
burden of illness. 

A further component for understanding psychosocial illness burden in- 
volves differentiating the costs and liabilities associated with treated vs. 
untreated (or treatment-seeking vs. non-seeking) individuals, as well as 
the unknown characteristics of patients who remain unidentified or con- 
cealed within family or community settings. Less tangible or quantifiable 
aspects of the disease toll include diminished quality of life and satisfaction 
with the events of daily living [6, 7]. This phenomenon bears on reports that 
many bipolar patients experience subthreshold manic and/or depressive 
symptoms between periods of full manic or major depressive episodes [8], 
although subsyndromal psychopathology may not always be recognized as 
appreciably as distinct affective episodes. 


ECONOMIC AND OCCUPATIONAL ILLNESS BURDEN 


In 1990, the total annual prevalence-based cost in the United States associ- 
ated with depression, including both unipolar and bipolar illness, was 
estimated as $44 billion [9]. This sum has been subdivided into direct 
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costs (totaling approximately $7.6 billion/year, or 17% of total costs) and 
indirect expenses (about 83% of total costs, reflecting expenses due to 
worker absenteeism and diminished work productivity or lost wages, insti- 
tutional costs, premature death, and family/caregiver burden). Direct ex- 
penses linked to affective disorders include nursing home (33%) and 
inpatient (26%) costs, crime (25%), substance abuse (8%), suicide (2%), 
medications (1%), shelters (1%), and research/training programme costs 
(1%) [9]. 

A different morbidity cost estimate for affective disorders, using a timing 
model with regression analysis based on data from 1985, determined that 
affective disorders comprised 21% of costs related to all forms of mental 
illness; a majority of expenses were accounted for by direct treatment costs 
(58.4%), while morbidity comprised 8.1% of costs and mortality constituted 
28.9%; costs due to crime, diminished work productivity and caregiver 
services comprised 4.6% of costs [10]. 

Studying a more contemporary cohort, Begeley et al [11] developed an 
incidence-based model of cost estimates for bipolar patients with illness 
onset in 1998. Total lifetime costs in this group were estimated at $24 billion, 
with an average cost per case of $252 212. A marked financial difference was 
observed between patients with single manic episodes and a stable subse- 
quent course (average cost $11 720) and those with more chronic, treatment- 
nonresponsive forms of illness (average cost $624 785). The $24 billion total 
cost for incident cases of bipolar illness reported by Begeley et al [11] 
contrasts with an approximately 200% greater cost among prevalent cases 
reported by Wyatt and Henter [9]. This disparity may reflect differences in 
the time until costs may actually be incurred, as well as the focus only on 
new cases beginning in 1998 (rather than existing plus new cases) described 
by Begeley [11]. 

Occupational disability remains extensive for many individuals with bipo- 
lar illness. For example, at six-month follow-up after an index manic episode, 
Dion et al [12] found that only 43% of bipolar patients were employed, while 
only 21% were functioning at expected levels, even though nearly 80% of the 
cohort was judged to be symptom-free or only mildly ill. Other authors have 
estimated that, in 1990, bipolar illness and depression collectively accounted 
for 289 million days of worker absenteeism [13]. Mintz et al [14] observed that 
the capacity to work may lag significantly after symptom remission from a 
depressive episode. Goldberg et al [15] found at both two- and five-year 
follow-ups that fewer than one-quarter of bipolar patients with affective 
relapses had steady work performance, and that affective relapse led to 
impaired work functioning more profoundly among bipolar than unipolar 
patients. Moreover, work-related problems may be more evident and more 
pervasive among individuals with either bipolar illness or schizophrenia 
than with any other psychiatric diagnoses [16]. 


444 BIPOLAR DISORDER 


Formal economic models have only partly begun to identify the relative 
indirect costs for individuals with treated vs. untreated bipolar illness, an 
effort of both clinical and economic importance in light of findings that only 
one-third of patients with bipolar disorder seek treatment [17]. Were this 
majority of untreated individuals to receive appropriate psychiatric care, it 
has been estimated that the overall economic burden associated with bipolar 
illness would be counterbalanced by an annual cost saving of $5.6 billion 
(attributable to offsetting indirect illness-related expenses [17]). When treat- 
ment is initiated near the onset of symptoms, the potential to forestall 
multiple relapses and related disease complications, such as substance 
abuse, would presumably generate even more dramatic cost savings. 

Likely effects of treatment on indirect illness-related costs are illustrated 
by a survey of 500 patients with bipolar disorder conducted by the National 
Depressive and Manic-Depressive Association, which reported that after 
receiving effective treatment, patients were significantly less likely to 
commit minor crimes, experience financial difficulties, become divorced or 
encounter marital difficulties, injure themselves or others, gamble exces- 
sively, or abuse alcohol or drugs [18]. This portrait of the composite expense 
of bipolar disorder suggests that it is far more costly not to treat than to 
treat. 


MISDIAGNOSIS AND ILLNESS DETECTION 


Early detection through disease screening and public awareness has made a 
considerable impact on the prognosis, course, and costs related to numerous 
serious medical conditions. Programmes designed to enhance patients’ 
abilities to recognize prodromal signs of affective relapse in bipolar disorder 
have demonstrated significant reductions in full relapses that require hos- 
pitalization [19]. Efforts to identify episodes before they become fully mani- 
fest are of particular importance, since at least one-quarter of euthymic 
bipolar patients show impaired insight and an inability to recognize affect- 
ive prodromes [20]. Some authors have observed that the maximal benefits 
of lithium prophylaxis are most likely to occur when lithium is begun 
within the first five years of illness [21], and that lithium initiation after 
the passage of multiple episodes may be less efficacious both acutely [22] 
and prophylactically [23]. 

The likelihood with which mental health professionals diagnose bipolar 
illness has varied cross-culturally and internationally over the past several 
decades. In the 1970s, it became recognized that American psychiatrists 
were far more likely to diagnose schizophrenia than bipolar disorder as 
compared to their European counterparts [24]. This trend may have dimin- 
ished in later years [25], although in recent assessments of community- 
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based patients screened for affective disorders, substantial rates of under- 
diagnosis are still evident [26]. 

Ghaemi et al [27] observed that 40% of patients consecutively hospitalized 
for depression had a history of previously undiagnosed bipolar illness, 
with an average delay of 7.5 (SD = 9.8) years between receiving an initial 
diagnosis of unipolar depression and a rediagnosis of bipolar illness. Gold- 
berg et al [28] also found that among 74 young adult patients hospitalized 
for depression with no prior history of bipolar disorder, 45% met diagnostic 
criteria for mania or hypomania on one or more occasions over an ensuing 
15-year follow-up period. Lag periods between illness onset and diagnosis 
have been reported for an average of 5-6 years in some studies (e.g., [29]), 
with increases proportional to age of onset [30, 31]. In the National Depres- 
sive and Manic-Depressive Association membership survey [18], approxi- 
mately one-third of respondents reported delays of more than 10 years from 
their initial symptom onset to receiving a diagnosis of bipolar disorder and 
initiation of treatment with a mood stabilizer. 

The clinical significance of lag times in both the accurate diagnosis and 
initiation of treatment for bipolar disorder has become a subject of growing 
interest. From a psychosocial as well as economic standpoint, costs related 
to misdiagnosis and inaccurate treatments are difficult to estimate. Because 
antidepressants may induce manias or accelerate cycling patterns in at least 
30-40% of bipolar patients [32], the possibility exists that prolonged expos- 
ure to antidepressants in bipolar patients who are misidentified as having 
unipolar depression may drastically destabilize a longitudinal symptom 
course and related functioning. Other factors, such as the abrupt versus 
gradual discontinuation of lithium, may directly worsen disease course 
by hastening relapse [33] or diminishing the likelihood of a favourable 
response upon rechallenge [34, 35]. Such iatrogenic effects of treatment, 
particularly early in the lifetime course of illness, may add to overall dis- 
ability and disease burden in ways that are difficult if at all possible to 
estimate. 


SUICIDE, HOMICIDE AND FORENSIC ISSUES 


Suicide accounts for a significant proportion of premature death among 
individuals with bipolar disorder [36]. It has been estimated that, on average, 
a 25-year-old woman with untreated bipolar disorder will lose nine years of 
life expectancy (due largely to suicide), although with appropriate treat- 
ment a 6.5-year increase in life expectancy may be recaptured [37]. Because 
suicide risk historically has been described as being particularly high during 
the first few years after the onset of affective symptoms [38-40], delays in 
accurate diagnosis and treatment could impact high-risk mortality periods 
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[41]. Once appropriate treatment is begun for bipolar disorder, current data 
suggest that lag times until initiation do not significantly diminish outcome 
[42]. Craig et al [43] also found no relation between the duration of untreated 
symptoms and two-year outcome among 119 psychotic first-admission 
bipolar patients, although the mean duration of untreated symptoms in 
that group was relatively brief (nine days). The impact of lithium and 
other treatments as affecting suicide risk are discussed below. 

Forensic complications have been only partially addressed in considering 
the societal burden of bipolar illness. A review by Good [44] suggests that 
bipolar illness may exist in at least 10% of prison populations, yet its formal 
diagnosis is frequently either missed or ignored. The impact of comorbid 
substance abuse appears to be an important contributor to arrests for violent 
crime among men and women with severe affective disorders [45]. The extent 
to which costs involving the criminal justice system could be reduced via 
better detection and treatment of bipolar illness has not been fully estimated. 


CHILDHOOD BIPOLAR DISORDER 


Increasing attention has been paid in the literature to the recognition of 
bipolar illness that may develop during childhood [46], although its frequent 
non-prototypical features or comorbid presentation with other conditions 
(such as attention deficit hyperactivity disorder) hinder accurate and timely 
diagnoses. Little information is available on the psychosocial impact of 
juvenile-onset bipolar disorder with regard to school performance, social 
development, or longitudinal outcomes. However, data from the National 
Depressive and Manic-Depressive Association membership survey [18] point 
to a number of differences in psychosocial outcome following child /adoles- 
cent onset (before age 20, approximate n = 295) and adult onset (after age 20, 
approximate n = 205) bipolar disorder. Notably, child-adolescent onset bi- 
polar disorder was more often associated with school dropout (55% of re- 
spondents), financial difficulties (70% of respondents), divorce or marital 
problems (73% of respondents), alcohol or drug abuse (52% of respondents), 
injuring self or others (46% of respondents), and committing minor crimes 
(36% of respondents). Receiving public assistance, being unemployed, or job 
firings did not differ among juvenile vs. adult onset bipolar patients, or 
among those with more highly recurrent vs. infrequent affective episodes. 


PHARMACOECONOMICS AND PHARMACOTHERAPIES 


Financial costs relating to treatment include not only the direct expense 
of medications and individual/institutional provider services but also 
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expenses associated with treatment, including the need for adjunctive phar- 
macotherapies or antidotes to primary medication side effects, laboratory 
monitoring of medication blood levels and end-organ functioning, add- 
itional health service utilization (such as emergency department visits or 
medical/intensive care unit admissions due to medication toxicities or 
overdoses), and indirect cost estimates such as worker absenteeism, dimin- 
ished productivity, and suicide. 

The introduction of lithium in the United States has been credited with a 
dramatic reduction in both direct and indirect costs associated with bipolar 
illness. From 1970 to 1980, a $2.88 billion decrease was estimated due to 
lithium use in direct treatment costs (including prescription medications, 
laboratory monitoring, outpatient psychosocial treatments, and hospitaliza- 
tion) [47]. Relatedly, marked decreases in length of hospital stay within the 
United Kingdom have been observed in the pre- to post-lithium era, associ- 
ated with an approximate $34 million saving in costs related solely to 
hospitalization [48, 49]. 

Several studies have compared relative treatment costs across distinct 
pharmacotherapies, although it warrants mention that much of the available 
contemporary data derive from research conducted under sponsorship by 
the pharmaceutical industry rather than government, private foundations, 
or other economically impartial agencies. Many studies also presuppose the 
exclusive or predominant use of psychotropic monotherapies (rather than 
combination drug therapies and/or concomitant psychotherapies), when in 
fact many if not most bipolar patients chronically receive two or more 
maintenance medications [50]. Data from Sajatovic et al [51] suggest that 
bipolar-manic patients who receive combinations of mood stabilizers may 
have hospitalizations of significantly longer duration than those on lithium 
or anticonvulsant monotherapy regimens (although clinicians’ decisions to 
utilize monotherapies vs. combination drug therapies may be influenced by 
varied factors, such as differential severity of illness, treatment non-adher- 
ence, or side-effect tolerabilities). Potential outcome differences between 
treatment groups may be influenced by including special populations 
(e.g., bipolar I vs. bipolar II patients, those with or without substance 
abuse comorbidity, the presence or absence of rapid cycling) or other clin- 
ical, socioeconomic and demographic factors (e.g., high vs. low social sup- 
ports, socioeconomic and current employment status), although such factors 
may not routinely be included or systematically accounted for in pharma- 
coeconomic analyses. 

Keck et al [52] developed a pharmacoeconomic decision-analytic model of 
treatment for bipolar disorder over a one-year period, based on the use of 
either lithium carbonate or divalproex sodium as the primary mood stabil- 
izer. One-year costs related to treatment of classic (pure), mixed, and rapid- 
cycling bipolar disorder with lithium were estimated as $31426, $50 856 
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and $49 078, respectively; corresponding costs with divalproex sodium were 
$33 139, $43 672, and $42 792. A breakdown of component costs described 
initial hospitalization as comprising a major portion of annual costs (60% of 
total costs with lithium and 57% with divalproex sodium), followed by 
treatment costs related to relapses (mainly rehospitalization costs). Per-pill 
costs (numerically higher for divalproex sodium than lithium) were con- 
sidered negligible. Relative cost savings with divalproex sodium for mixed 
or rapid-cycling mania were attributed in large part to an expected shorter 
length of hospital stay during the index manic episode. 

Several limitations of the pharmacoeconomic model developed by Keck et 
al [52] have been described [53]. First, the relative lack of controlled data on 
differential maintenance pharmacotherapy makes uncertain the likely long- 
term outcome across different medication groups. In fact, the sole one-year 
maintenance comparison of lithium vs. divalproex sodium or placebo [54] 
failed to show any difference in relapse rates for mania with either active 
drug versus placebo, likely reflecting the enormous methodologic chal- 
lenges for recruiting and retaining bipolar patients in long-term placebo- 
controlled studies. Such extrapolation from short-term outcome data limits 
the reliability of long-range outcome estimates. Second, the validity of 
assuming robust superiority of divalproex sodium over lithium for mixed 
states or rapid cycling—as suggested in recent reports [55, 56]—has been 
challenged by at least some treatment guidelines [57]. Basic assumptions 
about differential pharmacotherapy outcome in the pharmacoeconomic 
model may therefore be more tentative than was originally believed, 
particularly since clinical decisions to utilize combinations of mood stabil- 
izers may be associated with longer durations of hospitalization [51]. 
Finally, length of hospital stay has been recognized as a highly variable 
parameter on which numerous nonclinical factors (e.g., economic, psycho- 
social) impinge. Because length-of-stay data used in this analysis were 
derived from a single source, their generalizability becomes further 
narrowed. 

Frye et al [58] conducted a retrospective pilot review of hospital records 
for 78 bipolar inpatients receiving either lithium (n = 52), divalproex 
sodium (n = 5), carbamazepine (n = 15), or lithium plus carbamazepine 
(n = 6), and found that the average length of hospital stay was significantly 
shorter with divalproex sodium alone (10.2 + 2.0 days) or with lithium plus 
carbamazepine (11.7 + 2.1 days) than with lithium alone (17.6 + 1.0 days) or 
carbamazepine alone (18.1 + 3.0 days). In contrast, Goldberg et al [59] found 
no differences in mean hospital duration during routine treatment with 
lithium, divalproex sodium, carbamazepine, or combinations thereof, but 
did observe that the time necessary to achieve a therapeutic blood level of 
any one mood stabilizer was a significant correlate of clinical remission from 
acute mania during hospitalization. Specifically, for each week’s delay to 
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achieve a therapeutic blood level of lithium, divalproex sodium, or carba- 
mazepine, the likelihood of remission prior to discharge decreased by 27%. 
From an economic as well as clinical perspective, this suggests that phar- 
macotherapies which can be optimized swiftly near the onset of an episode 
may lead to better outcomes than the same therapies under-dosed or used in 
too slow a dose escalation strategy. However, rapid dosage optimization 
may be less feasible with pharmacotherapies that have narrow therapeutic 
indices (such as lithium) or other significant toxicity potentials (such as 
severe, life-threatening dermatologic reactions with lamotrigine when rap- 
idly dosed). 

In a recent 12—week randomized comparison of divalproex sodium (orally 
loaded as 20 mg/kg) versus olanzapine (10 mg/day) monotherapy for acute 
mania, use of divalproex sodium (n = 27) was associated with an overall 12- 
week cost of $553 (SD = $325) as compared to $1109 (SD = $627) with 
olanzapine (n = 26) (p = .003) [60]. Much of the cost saving of divalproex 
sodium was primarily attributed to drug acquisition rather than related 
treatment expenses (e.g., laboratory monitoring, rehospitalization, emer- 
gency department visits, or other outpatient visits). However, relatively 
high dropout rates have been common during long-term randomized clin- 
ical trials (approximately 70% in either treatment arm in the study by 
Zajecka et al [60]), and a lack of data about subsequent outcomes for study 
dropouts further limits the practical significance of pharmacoeconomic 
estimates for clinicians. 

Other pharmacoeconomic or treatment service studies have focused on 
bipolar subgroups such as geriatric populations. Conney and Kaston [61] 
retrospectively compared financial costs and clinical outcomes for 72 pa- 
tients above age 54 with bipolar disorder and/or dementia in a Veterans 
Administration long-term skilled nursing care facility. Drug acquisition 
costs per patient-year were significantly lower with lithium ($15 for 
600 mg daily) than divalproex sodium ($339 for 750mg daily), although 
higher annual laboratory monitoring costs were associated with lithium 
($278) than divalproex sodium ($53). Largely because of more adverse 
medication events and medical intensive care unit admissions, average net 
annual costs with lithium were $2875 higher than with divalproex sodium. 
Specific adverse events occurring more frequently during treatment with 
lithium than divalproex sodium included toxicity and/or dehydration (68% 
with lithium versus 7% with divalproex sodium), leukocytosis (25% with 
lithium versus 0% with divalproex sodium), whereas medical events more 
common with divalproex sodium than lithium included thrombocytopenia 
(10% versus 0%, respectively) and hepatotoxicity (7% versus 0%, respect- 
ively). Total mean costs related to treating mild-to-moderate morbidity 
(excluding intensive care unit costs) remained higher with lithium ($3472 
per year) than divalproex sodium ($672 per year). 
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PSYCHOTHERAPY 


The economic impact of psychotherapy for serious mental illnesses such as 
bipolar disorder remains difficult to estimate. Psychotherapy outcomes 
research has partly been hampered by the relatively few operationalized 
forms of psychotherapy specific to bipolar disorder [62]. Hence, the diffi- 
culty in separating the specific from nonspecific benefits of psychotherapy 
[63] limits the confidence with which one can ascribe an accurate cost 
benefit or liability to treatment effects. It is often assumed that patients 
who undertake a diagnosis-specific form of psychotherapy such as cogni- 
tive-behavioural therapy (CBT) or interpersonal psychotherapy (IPT) may 
have better clinical and psychosocial outcomes than those in other, less 
specific forms of psychotherapy where efficacy in bipolar disorder has not 
been demonstrated. Nevertheless, in a meta-analysis of 32 published out- 
come studies involving a variety of individual, group, family, or couples- 
based psychotherapies, Huxley et al [64] observed overall gains in objective 
measures of clinical stability and reduced hospitalizations across a range of 
psychotherapy modalities. At the same time, close clinical monitoring per se 
(without formal psychotherapy) has been linked with superior outcomes 
during pharmacotherapy for bipolar disorder [65]; surveillance may closely 
parallel medication adherence, and may account for much of the variability 
in outcome observed for patients who receive standard care within lithium 
clinics [66]. In this respect, the consistency of psychosocial support provided 
by a practitioner, grounded in an established therapeutic alliance, may 
contribute in large measure to relapse prevention and global improvement. 

Gabbard et al [67], in a meta-analysis of 10 published studies involving 
randomized assignment to psychotherapy or clinical management in con- 
junction with standard pharmacotherapy, found significant overall cost 
savings attributable to psychotherapy for individuals with bipolar disorder 
as well as schizophrenia and borderline personality disorder. Much of the 
economic impact of psychotherapy was linked with reduced inpatient treat- 
ment and decreased work impairment, suggesting a benefit both for direct 
and indirect illness-related expenses. 


TREATMENT NON-ADHERENCE 


Non-adherence to medications or other treatments has been estimated to 
occur in over half of bipolar patients, and may be especially likely among 
those with comorbid substance abuse [68, 69], maladaptive personality 
traits [70], illness denial and poor coping skills [71], severity of mania 
during hospitalization [72] and the use of combinations of mood stabilizers 
[72]. Among bipolar patients with comorbid substance use disorders, 
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medication adherence with few side effects may be greater among those 
taking valproate than lithium [73]. Substantial increases in both direct and 
indirect treatment costs for bipolar illness have been associated with medi- 
cation noncompliance; for example, in a capitated healthcare setting, Dur- 
renberger et al [74] estimate that every bipolar patient with poor treatment 
compliance consumes the equivalent healthcare share budgeted for 13 se- 
verely mentally ill treatment-compliant healthplan enrollees. 


FAMILY AND CAREGIVER BURDEN 


Marital conflict, separation and divorce are frequent occurrences among 
individuals with bipolar disorder, such that some studies report intact 
marital relationships in less than one-fifth of bipolar cohorts [2, 75]. Inter- 
personal problems with spouses or romantic partners have also been asso- 
ciated with elevated suicide risk in at least one bipolar cohort based in 
Taiwan [76]. 

Burdens on family members and caregivers for individuals with bipolar 
disorder are extensive (over 90% of caregivers report moderate or greater 
distress [77]) and may be more profound than occurs with either major 
depression alone [78] or schizophrenia [79]. Clinicians also have been 
shown to demonstrate a keener appreciation for the burden experienced 
by relatives of patients with schizophrenia than with bipolar disorder— 
particularly with regard to patients being delusional or displaying other 
positive symptoms, or showing lack of insight into the nature of their 
condition [79]. 

Factors related to severity of illness, number of episodes, and increasing 
age may especially be associated with severity of burden, while a less robust 
connection with family burden has been reported for occupation, education 
and family size [78]. Burden also appears greater for families in which 
comorbid substance abuse accompanies severe mental illness, accounted 
for by family members providing both increased time and financial support 
to patient-relatives (an average annual cost of $8489.21 for dual-diagnosis 
patients as compared to $3547.30 for adult children without chronic illness) 
[80]. Mean family expenditures for adult children with dual diagnosis 
psychopathology were particularly elevated for transportation, food and 
clothing, rent and utilities, and leisure activities [80]. 

Demographically, among families of severely mentally ill individuals in 
general, African American caregivers tend to report less subjective burden 
than do white family caregivers, independent of religious or other social 
factors [81]. The degree of caregiver burden perceived by the well siblings of 
severely mentally ill individuals appears directly linked to symptoms ex- 
perienced by an affected sibling, and may also relate to perceptions by a 
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well sibling that they possess some ability to control an ill sibling’s behav- 
iour [82]. Similarly, Perlick et al [77] found that family caregiver beliefs 
about bipolar disorder (e.g., illness awareness, perceptions of patient and 
family control) accounted for up to 28% of the variance associated with the 
severity of family burden, above and beyond the effects of a patient's 
clinical state and history. 

These latter observations are consistent with findings by Miklowitz et al 
[83] that emotional overinvolvement by family members of bipolar patients 
may reflect one aspect of negative expressed emotion (EE), in turn 
heightening relapse risk. To that end, family-therapy based efforts to reduce 
EE levels may be of value not only as a means for improving medication 
compliance and individual patient outcomes, but also as an aid to reduce 
subjective caregiver burden aggravated by illness misperceptions. 

Cross-culturally, severe mental illness in developing nations and Afro- 
or Afro-Caribbean countries is often related to culturally syntonic concepts 
about spiritual causation involving witchcraft and evil spells [84]. Family 
members not only bear the economic and care-giving ramifications of un- 
treated psychopathology, but, moreover, are themselves often ostracized 
and isolated because of community-shared negative beliefs about spiritual 
meanings behind severe mental illness [84]. 

Spouses of bipolar patients have been shown to strongly favour the 
concept of genetic screening for bipolar illness were such technology to 
become available [85]. Survey data are mixed regarding family attitudes 
toward family planning and aborted pregnancies, were genetic markers to 
become available for anticipating eventual bipolar illness in a developing 
foetus. Some reports have found that most patients and spouses indicate 
they would not abort a developing foetus in such circumstances [85], while 
other studies suggest that nearly half of pregnant couples would terminate 
pregnancy if a foetus were thought definitely to develop bipolar illness, 
unless a “mild course” could be anticipated [86]. 


TREATMENT SETTINGS AND HEALTH INSURANCE 
PROGRAMMES 


Several studies have compared aspects of treatment and service utilization 
for bipolar patients treated in prepaid or capitated health care programmes 
such as health maintenance organizations (HMOs) as compared to other 
clinical settings. Unutzer et al [87] found a treated prevalence of bipolar 
disorder of 0.42% in HMO enrollees, comprised mostly of women and 
younger individuals, the vast majority of whom (85%) were receiving treat- 
ment with at least one mood stabilizer. In addition, contrary to speculation 
that seriously mentally ill individuals become disenrolled from prepaid 
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insurance programmes [88], the duration of HMO enrolment appears no 
shorter for bipolar patients than for nondiabetic HMO members, though 
somewhat shorter than for HMO members with diabetes mellitus [89]. At 
the same time, although bipolar patients treated within HMO settings 
appear to be high users of mental health services, their use of general 
medical services may be comparable to that of nonbipolar, nonpsychotic 
HMO members [89]. 

Laboratory monitoring of mood stabilizer blood levels or associated organ 
system effects (e.g., thyroid, renal functioning) has been shown to occur 
with substantially less frequency for Medicaid patients with bipolar dis- 
order than would ordinarily be expected [90] based on treatment practice 
guidelines [91]. Conceivably, economic and clinical costs might secondarily 
elevate due to possible clinical deterioration resulting from subtherapeutic 
mood stabilizer use, or toxicities due to supratherapeutic medication use, or 
under-detection of secondary end-organ dysfunction (e.g., lithium-induced 
hypothyroidism or renal insufficiency, or glucose dysregulation induced by 
atypical antipsychotics). Actual adverse medical consequences due to la- 
boratory under-monitoring were not documented in the report by Marcus et 
al [90], although elsewhere [92] regular blood monitoring of mood stabil- 
izers has been associated with a 3-fold decreased likelihood of experiencing 
adverse drug events. 


SERVICE UTILIZATION 


In the United States and abroad, trends toward shortened inpatient hospi- 
talizations for acute manic or depressive episodes have led to the develop- 
ment of intensive outpatient or day hospital programmes as alternatives to 
hospitalization. Although little prospective outcome data exist on the clin- 
ical and psychosocial impact of shortened lengths of stay, a recent retro- 
spective study suggested that clinical status and treatment outcome at the 
time of discharge was not necessarily associated with greater illness severity 
status at discharge [93]. However, it remains an open question whether 
or not differences exist in subsequent outcome (e.g., return to work 
or independent community living, rates of suicide attempts) or service 
utilization (e.g., emergency room visits, rehospitalization) as a function of 
length of stay after a manic or major depressive episode. The availability 
and efficacy of alternatives to hospitalization (e.g., assisted outpatient treat- 
ment or partial hospital programmes) and/or community-based pro- 
grammes such as intensive case management—which have been shown 
to reduce overall mental health service costs and reduce the frequency of 
inpatient care [94, 95]—would likely play an important role in such 
analyses. 
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Severely mentally ill individuals who receive integrated services through 
a centralized agency have been shown to have less hospitalization, better 
occupational functioning, less reliance on assisted living arrangements, 
diminished family/caregiver burden, and greater life satisfaction as com- 
pared to those receiving mental health services under ordinary conditions 
[96]. However, capitated costs for patients seen through integrated service 
agencies were significantly higher than for individuals seen in usual treat- 
ment settings [96]. The degree to which such increased direct costs may be 
offset by greater savings in indirect costs was not estimated. 

Lack of health insurance for a substantial minority of United States 
citizens has been associated with increased economic costs both within 
medicine and psychiatry. Among uninsured patients, Simon and Unutzer 
[97] found that overall healthcare costs were significantly greater for those 
with bipolar illness than unipolar depression, diabetes mellitus, or general 
medical conditions. Moreover, bipolar illness accounted in this study for 
90% of inpatient psychiatric costs and 40% of specialty mental health ser- 
vices, although parity of coverage for inpatient treatment was estimated to 
increase overall health expenditures by only 6%. 

Among bipolar patients treated within the United States Department of 
Veterans Affairs, high rates of service utilization were associated with 
histories of childhood physical abuse, more than traditionally reported 
predictors of disease severity [98]. Thus, it is possible that developmental 
or other longitudinal factors that might contribute to coping skills or other 
psychosocial dimensions may be important contributors to mental health 
service use and economic outcome in bipolar patients. 

Finally, with the emergence of a growing number of treatment algorithms 
and practice guidelines for the management of bipolar disorder [99], little is 
known, as yet, about the impact of guideline-based interventions versus 
treatment-as-usual on clinical and psychosocial outcomes as well as service 
utilization and related health economic parameters. Open trials suggest that 
guideline-based treatments may substantially increase antidepressant phar- 
macotherapy compliance among depressed patients in primary care med- 
ical settings [100], although it has not yet been determined whether such 
clinical outcomes produce economic savings that offset the costs associated 
with guideline development, teaching, and implementation. 


SUMMARY 


The morbidity, mortality, and economic consequences of bipolar disorder 
remain substantial, although much of its financial cost derives from indirect 
expenses related to undertreatment, misdiagnosis, and the vocational and 
other psychosocial ramifications of previous affective episodes. Advances in 
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both pharmacotherapy and diagnosis-specific psychotherapies offer prom- 
ise to lessen morbidity and thereby reduce the economic and social burden 
of disease. With regard to functional disability and treatment outcome of 
bipolar disorder, current pharmacoeconomic and other health care cost 
models vary in their methodologies and often either extrapolate from en- 
riched patient samples or else draw conclusions based solely on expert 
opinion. Future studies that include more heterogeneous patient subtypes, 
followed in “‘effectiveness’’- (rather than “efficacy’’-) based models, are 
needed in order to develop better predictors of psychosocial burden, as 
well to inform practitioners and healthcare policy administrators about 
likely prognoses and outcomes under ordinary treatment conditions. 

At present, the collective experience from clinical and research-based 
efforts suggests several areas in which knowledge about the psychosocial 
and economic burden of bipolar illness can be described with confidence. 
These may be summarized as follows. 


Consistent Evidence 


e Bipolar disorder remains a ubiquitous yet underrecognized and often 
misdiagnosed clinical phenomenon, one in which inappropriate treat- 
ments may worsen the overall course of illness, and for which delays 
in prompt detection may lead to increased morbidity and mortality, due 
to a high risk for suicide near illness onset. 

e Psychosocial disability from bipolar disorder remains extensive and 
encompasses multiple domains, including work and social functioning, 
independent community living, family adjustment, premature mortality, 
and diminished quality of life. 

e Comorbid substance abuse or other psychiatric diagnoses [101] and/or 
medical conditions [102] are highly prevalent in bipolar disorder and 
may contribute to diagnostic confusion as well as delayed introductions 
of appropriate treatments [103, 104]. 

e The development of newer pharmacotherapies as well as diagnosis- 
specific psychotherapies—combined with a more targeted use of existing 
treatments for specific bipolar subtypes—has begun to refine modern 
psychotherapeutics. The marked impact of lithium prophylaxis on redu- 
cing suicide risk stands as a major example of such enhanced outcome 
[105]. New therapeutic options are continually emerging for treatment- 
resistant forms of illness or as alternatives when standard drug side 
effects may be intolerable. The translation of such therapeutic strides 
into observable benefits (e.g., work and social adjustment, reintegration 
into community settings, and global life satisfaction) has become a grow- 
ing focus of outcomes research. 
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e In the treatment of acute mania, the rapid initiation of divalproex [106], 
lithium [107] and possibly other therapeutic agents [108] may promote 
faster resolution of symptoms than more gradual dosing approaches. It is 
possible that swift interventions may help to diminish length of hospital 
stay [58] or altogether avert hospitalizations, and correspondingly 
reduce the direct and indirect costs associated with relapse. 

e Shortened lengths of hospitalization and alternative community-based 
integrative treatments have become increasingly common for both the 
acute and long-term management of bipolar illness. Modern clinical 
practice has demanded an intense adaptation to this changing healthcare 
climate in order to manage severely ill bipolar patients. Clinicians often 
must balance issues of risk assessment and safety while at the same time 
accrue experience using new or complex pharmacotherapy regimens. 

e Although economic costs of bipolar disorder are among the highest per 
capita mental health expenditures worldwide, these derive largely from 
indirect expenses related to underdiagnosis, undertreatment, and the psy- 
chosocial consequences of poorly controlled illness. Cost savings attribut- 
able to appropriate treatment far outweigh direct treatment expenses. 


Incomplete Evidence 


Alongside the above present-day circumstances, clinical and empirical evi- 
dence remains less conclusive in a number of areas, including the following: 


e Pharmacoeconomic estimates of treatment costs remain imprecise. In the 
current literature, methodologies by which illness-related expenses are 
estimated vary, as existing studies utilize expert opinion summaries, 
insurance claims data, pharmacy registry surveys, and literature reviews 
without uniformity or systematic approaches [109, 110]. In addition, 
current long-range estimates are often derived either by extrapolation 
from short-term data or from individual treatment settings for which 
broad generalizations about outcome may be limited. Furthermore, 
many existing studies of the economic and social burden of bipolar 
disorder use data from epidemiologic surveys such as the Epidemiologic 
Catchment Area (ECA [111]) study or the National Comorbidity Survey 
(NCS [112]). Limitations of these databases include their exclusion of 
institutionalized patients or those over age 65, as well as their incorpor- 
ation of patients from 1980-1985 (ECA) or 1990-1992 (NCS)—predating 
the contemporary use of newer pharmacotherapies, such as divalproex 
or other anticonvulsants (e.g., lamotrigine, topiramate, gabapentin) and 
atypical antipsychotics such as olanzapine, risperidone, quetiapine, 
and ziprasidone. Current data are mixed as to whether or not the chronic 
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use of atypical antipsychotics is [113] or is not [114] generally associated 
with substantially better long-term outcomes in bipolar patients, al- 
though few systematic prospective studies exist in this area. Relatively 
high drop-out rates in virtually all long-term pharmacotherapy studies— 
perhaps an insurmountable obstacle when studying a condition so in- 
herently unstable as bipolar illness—further limit pharmacoeconomic 
generalizability when drop-outs are not followed through to study com- 
pletion. Finally, because inter-rater diagnostic agreement has shown 
substantial variability in epidemiologic studies (particularly for non- 
prototypical forms of bipolar illness such as bipolar II disorder, unipolar 
mania, and cyclothymia), it has been difficult to accurately estimate the 
psychosocial consequences of atypical forms of bipolarity. 

e The criteria by which clinicians diagnose bipolar spectrum disorders 
have broadened considerably in recent years [117, 118], although debate 
has arisen about the validity of heterogeneous concepts of bipolar illness 
[119]. Estimates of the economic and social burden of bipolar disorder 
may vary widely when cyclothymic disorder, unipolar mania, or other 
atypical forms of possible bipolar disorder are subsumed alongside 
bipolar I illness. The degree to which bipolar II disorder differs 
from bipolar I illness with respect to functional impairment, treatment 
outcome, suicide risk, and other aspects of disability also remains an area 
in which little empirical data now exist. 

e The rise of patient advocacy organizations and support groups both for 
patients and family members may provide important psychosocial re- 
sources for individuals affected by bipolar disorder, potentially helping 
to improve relationships within families, facilitate access to appropriate 
health care, and aid in the destigmatization of mental illness [120]. It is 
possible that such groups may aid in psychoeducation that could ultim- 
ately help patients to detect prodromal signs of relapse and possibly avert 
full affective episodes and rehospitalization. As described in earlier 
sections, organizations such as the National Depressive and Manic-De- 
pressive Association in the United States have alerted patients as well as 
clinicians to issues regarding the misdiagnosis and inappropriate treat- 
ment of bipolar illness. Because it is difficult to estimate the likely socio- 
economic impact of such groups in terms of helping to reduce direct and 
indirect illness costs, as well as quality of life, future studies might usefully 
incorporate their visibility and involvement in judging clinical outcomes. 

e Treatment outcome and disability among special populations of bipolar 
patients—such as children, pregnant women, the elderly, and the med- 
ically ill—remain understudied. In the case of pregnancy, decisions to 
discontinue potentially teratogenic pharmacotherapies generally must 
be balanced against risks of affective relapse during pregnancy, and the 
potential for substantial post-partum morbidity when mood stabilizers 
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are not resumed in the puerperium [121]. In geriatric mania, modified 
dosing schedules may yield better tolerability and less morbidity [122], 
although costs related to treatment outcomes, service utilization, side 
effects, and iatrogenic complications are not yet well documented in 
instances such as these. 


Areas Still Open to Research 


e It is essentially unknown whether, and when, and for which patients, 
combination drug therapies may produce better outcomes, fewer re- 
lapses, less disability, and diminished costs as compared to monothera- 
pies. While profiles of good- versus poor-prognostic factors for lithium 
responsivity have become increasingly recognized [123], less is known 
about matching other drug treatments to illness subtypes or symptom 
constellations. Clinical, psychosocial, and economic outcomes have not 
been explored for deliberately sequenced treatments (i.e., specific itera- 
tive drug trials, or psychotherapy that is begun concomitant with medi- 
cation adjustments versus subsequent to pharmacotherapy for acute 
episodes). Although combination drug therapy is common in the routine 
treatment of bipolar patients, further work is needed to determine when 
costs and outcomes are more favourable during specific monotherapies 
or specific combination therapies for given phases of illness. 

e The clinical significance of lag times in the early detection and treatment 
of bipolar illness remains a subject of controversy. Further studies are 
needed to corroborate current impressions that lithium response may be 
poorer and suicide risk may be greater when lengthy delays transpire 
from the lifetime onset of illness to a first mood stabilizer treatment. 
Moreover, greater information is needed regarding the treatment out- 
come and illness costs related to bipolar disorder among children and 
adolescents. Begeley et al [11] estimated that 36% of incident cases of 
bipolar illness occur before age 14, yet controlled treatment studies of 
any kind in this age group are scarce or nonexistent. The clinical, social, 
and economic impact of surveillance screening for children at risk of 
bipolar parents has not yet been carefully evaluated, nor has the concept 
of introducing mood stabilizer pharmacotherapy either prophylactically 
in high-risk individuals or for prodromal features prior to a first manic or 
depressive episode. The possible over-use of antidepressants or psycho- 
stimulants [124] in this age group, potentially inducing kindling phe- 
nomena and adversely influencing subsequent illness course, also 
remains an area in which little information exists. 

e Although efficacy-based studies provide a growing base in the literature 
from which clinicians can judge the utility of newer pharmacotherapies, 
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important differences may exist between treatment outcomes from con- 
trolled trials as opposed to routine practice conditions [125]. The increas- 
ing availability of research protocols for the treatment of bipolar disorder 
has led to a growing number of patients who enter randomized clinical 
trials [126]. At the same time, as larger numbers of newer possible drug 
therapies become popularized before their efficacy becomes established 
in large-scale controlled studies, it becomes difficult to estimate the effect 
on psychosocial outcome of relatively experimental or unproven new 
treatments (including herbal remedies and nutritional products not regu- 
lated for quality assurance). 

e Amid increasingly stringent criteria for hospitalization under capitated 
or managed care health systems, outpatient programmes will likely treat 
greater numbers of severely ill individuals who previously would have 
received care in longer term inpatient settings. The impact of such 
“deinstitutionalization” on family and economic burden within the com- 
munity cannot be fully estimated and represents a further area of future 
investigation. 

e “Split” treatments between physician prescribers and nonmedical psy- 
chotherapists have gained in popularity within some healthcare systems, 
in part perhaps due to economic forces but also as the result of an 
increased presence of nonphysician mental health professionals who 
encounter patients with bipolar illness. There is unresolved debate as 
to when “split” treatments may be cost-effective, therapeutically advan- 
tageous, or frankly counterproductive in the treatment of depression and 
anxiety disorders [127, 128]. Virtually no data exist on this question in the 
treatment and outcome of bipolar illness. 

e Finally, amid the growing number of treatment practice guidelines and 
evidence-based practice models within the literature, it remains to be 
demonstrated whether their implementation and adoption within large- 
scale health care settings will translate not only to improved quality of 
care, but also to cost savings [129]. Research projects such as the Texas 
Medication Algorithm Project (TMAP) for the treatment of bipolar dis- 
order have begun to evaluate this question by comparing multi-year 
outcomes for bipolar patients who receive guideline-based treatment 
versus routine care [130]. As findings become available from empirical 
studies such as these, estimates of optimal treatment strategies alongside 
health economic issues will become less subject to sheer speculation. 
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Commentaries 


6.1 
What is the True Cost of Bipolar Disorder? 


Paul E. Keck, Jr’ 


Much has been and should be made of the findings of The Global Burden of 
Disease project which revealed that major psychiatric disorders accounted 
for five of the 10 most common causes of disability worldwide in 1990 [1]. 
Without improved treatment access, adherence and advances, these dis- 
orders were projected to remain causes of profound disability well into 
this century. Among these illnesses, bipolar disorder was ranked as the 
sixth leading cause. This clearly is bad news. Goldberg and Ernst have 
compiled their scholarly and encyclopaedic review of the economic and 
social burden of bipolar disorder from the available studies conducted in 
this area to date. Notably, they conclude their review with an important call 
to arms for new research in desperately understudied areas. 


Epidemiology. Bipolar disorder is a recurrent severe psychiatric disorder that 
usually begins in late adolescence and early adulthood. Thus, it is commonly 
a lifelong malady. Epidemiological studies conducted around the globe yield 
remarkably similar lifetime prevalence rates of approximately 1% for bipolar 
I disorder [2]. Recent surveys suggest that when bipolar II disorder and 
cyclothymic disorder are included, the lifetime prevalence rates of bipolar 
disorders may exceed 3% [3]. This potent combination of common preva- 
lence, lifelong duration, morbidity associated with mood episodes and sub- 
syndromal symptoms between episodes, and lag in functional recovery 
behind syndromal and symptomatic recovery contributes to disability from 
bipolar disorder [4]. This illness is also associated with a significant risk of 
suicide. Fortunately bipolar disorder is a highly treatable illness and the eco- 
nomic costs of untreated illness far outweigh those associated with treatment. 


Economic and occupational illness burden. Occupational function is a 
common casualty of bipolar disorder. In a recent survey of patients with 
bipolar disorder conducted by the US National Depressive and Manic- 
Depressive Association (NDMDA), more than 80% of respondents stated 
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that bipolar disorder detracted from their ability to perform at work and 
79% indicated that their illness had foreshortened their career goals [5]. 
Nearly 40% reported that they had stopped working outside the home 
due to their illness. The economic impact study of Begeley et al uncovered 
an important difference in lifetime costs between those patients who had 
only one manic episode and a stable course (average lifetime cost $11 720 in 
1998 dollars) and those with chronic, treatment-nonresponsive manifest- 
ations of the illness ($624 785) [6]. In other words, the cost of multiple 
episodes and a chronic course of illness was a staggering 53 times higher 
than for individuals with limited episodes and protracted periods of euthy- 
mia. These direct cost estimates do not capture the enormous collateral 
damage or indirect costs of bipolar disorder, such as divorce, bankruptcy, 
criminal violence, caretaker morbidity, injuries and accidents, gambling and 
other impulse control disorders, and the devastating sequelae of comorbid 
alcoholism and substance use disorders. 


Misdiagnosis and illness detection. The stark contrast in the cost of well- 
managed and treatment-responsive illness versus chronic, recurrent, treat- 
ment-resistant illness described above underscores the need for early detec- 
tion and treatment interventions. Unfortunately, even recent data indicate 
that an average of approximately 10 years lapse between illness onset and 
accurate diagnosis for patients with bipolar disorder [6, 7]. These delays in 
diagnosis and treatment can wreck havoc on people’s lives and lead to 
violence and suicide. In the US, there has been no national public education 
effort about bipolar disorder similar to that deployed for depression in the 
1990s. The NDMDA has been one of few organizations to take on this 
important role. Improved public understanding and awareness of the 
signs and symptoms of bipolar disorder are extremely important factors in 
getting patients to treatment early and preventing the costs in human 
suffering associated with untreated illness and treatment refractoriness 
associated with multiple episodes. 

Increased public awareness needs to be coupled with improved diagnos- 
tic precision and vigilance by mental health professionals. The recent 
NDMDA survey found that bipolar disorder was not accurately diagnosed 
in 69% of patients upon initial presentation to a psychiatrist for treatment 
[5]. A diagnosis of bipolar disorder can be difficult to establish when 
patients present for treatment of depressive episodes because of the fre- 
quent comorbidity of other psychiatric disorders (e.g., alcohol and sub- 
stance use disorders, anxiety, impulse control and eating disorders). 
Obtaining a history of hypomanic or manic symptoms can be difficult due 
to under-reporting, lack of recognition or simply not asking. Recently, the 
first diagnostic screening tool for bipolar disorder, the Mood Disorders 
Questionnaire (MDQ) developed jointly by the NDMDA and the National 
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Alliance for the Mentally Ill (NAMI), was published and represents an 
important step in rigorously including an assessment for bipolar features 
in patients presenting for psychiatric treatment [8]. 


Childhood bipolar disorder. Early recognition, diagnosis and treatment begin 
with improved understanding of the manifestations and prodromal symp- 
toms of bipolar disorder in children and adolescents. Only 20 years ago, 
psychodynamic theories posited that mood disorders per se could not pre- 
sent in childhood. Much enlightenment has ensued since then, but clinical 
research in the phenomenology and treatment of bipolar disorder in chil- 
dren and adolescents is still in its infancy. Early intervention initiatives such 
as those sponsored by the Stanley Foundation should help to identify 
children at risk and improve preventative strategies [7]. 


Forensic issues. Perhaps the most scandalously ignored consequence of un- 
treated bipolar disorder is violence and other behaviour resulting in crim- 
inal convictions. Conservative estimates place the prevalence of bipolar 
disorder in correctional facilities at least at 10% [9]. The few available data 
suggest that these individuals often are not diagnosed and poorly treated or 
untreated. Many prison formularies are restricted to older, less expensive 
medications. Effective integration of state mental health and correctional 
services is so rare as to be remarkable when a pilot model is established. 


Pharmacoeconomics and pharmacotherapies. Goldberg and Ernst correctly point 
out that nearly all major pharmacological treatment advances for patients 
with bipolar disorder resulted from clinical trials sponsored by pharma- 
ceutical companies “rather than government, private foundations, or other 
economically impartial agencies”. The neglect of treatment research by the 
latter sources of research support is beginning to be addressed. The Stanley 
Foundation currently funds more treatment research in bipolar disorder 
annually than the US National Institute of Mental Health (NIMH). The 
NIMH is sponsoring a much-needed long-term treatment effectiveness 
multi-site trial, the STEP-BD initiative. However, greater funding dedicated 
to treatment research is sorely needed. 

Goldberg and Ernst point out that medications or medication dosing 
strategies that can rapidly achieve symptom remission in patients with 
acute affective episodes might bring the dual rewards of promptly alleviating 
human suffering and saving substantial treatment costs. This is an aspect of 
psychopharmacology that has recently been studied. Rapid loading studies 
of lithium [10] and divalproex [11], and a rapid titration trial of ziprasidone 
[12], as well as naturalistic data support the notion that ‘‘pharmacotherapies 
which can be optimized swiftly near the onset of an episode may lead to 
better outcomes than the same therapies under-dosed or used in too slow a 
dose escalation strategy”. 
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A number of new medications (e.g., new antiepileptics and atypical anti- 


psychotics) offer promise as potential treatments for aspects of bipolar dis- 
order. In addition to important questions about the comparative efficacy and 
safety of these agents, inevitable pharmacoeconomic questions will also arise. 
These will be important in not only justifying their use, but also in making 
them accessible to patients with bipolar disorder globally. Better techniques 
for measuring treatment costs are needed, in representative clinical settings, 
using multiple treatment paradigms (e.g., monotherapy or combination ther- 
apy) to fully understand the impact of and improve on these interventions. 
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6.2 
Reducing the Social and Economic Burden of Bipolar Disorder 


Jurgen Uniitzer' 


Goldberg and Ernst provide a comprehensive overview of the tremendous 
social and economic burden associated with bipolar affective disorder. Most 
of the studies reviewed involve adults with bipolar disorder who live in 
community settings in the United States and receive treatment in specialty 
mental health facilities. Less seems to be known about the impact of bipolar 
disorder in other settings of care, in other countries, in children, adolescents, 
older adults, or institutionalized persons. 

While bipolar disorder is less common than unipolar depression, it is 
more common than many clinicians suspect and often missed or misdiag- 
nosed for years before a diagnosis is made. Compared to unipolar major 
depression, most treatment for bipolar disorder occurs not in primary care 
but in the mental health care sector. However, there may be important 
opportunities to identify the disorder in settings outside of mental health 
such as primary care, schools, and correctional institutions. 

Goldberg and Ernst go beyond epidemiology and disease burden to dis- 
cuss the availability and potential impact of current treatments on the burden 
associated with bipolar disorder. Their review suggests that good treatments 
are available and that such treatments, if properly used, should be associated 
with a substantial reduction in the disease burden associated with bipolar 
disorder. This is, however, hard to prove, and there is little evidence of such 
reductions on a population level. There is a substantial literature to suggest 
that residual symptoms and persistent social, family, and occupational dys- 
function are common, even in treated bipolar patients [1-5]. 

There is a substantial gap between the efficacy of treatments for bipolar 
disorder in carefully conducted research studies and the effectiveness of 
treatments for bipolar patients in the real world [6], but we know little 
about the factors responsible for this gap. Goldberg and Ernst discuss the 
lack of adherence to treatments that may be associated with poor outcomes 
for as many as 50% of treated patients [7-10]. In addition to nonadherence to 
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medications, there is insufficient continuity in the treatment of bipolar indi- 
viduals even in organized systems of care [11-12]. Much research remains to 
be done to help us understand patient, provider, practice, and policy barriers 
to the effective use of evidence-based treatments for bipolar disorder. 

Goldberg and Ernst point out that much of the recent literature on 
the cost-effectiveness of treatments for bipolar disorder comes from 
pharmacoeconomic modelling exercises sponsored by pharmaceutical com- 
panies. Such studies have a number of limitations, including selection bias 
and assumptions about patient and provider behaviour that may not be 
representative of the real world. For example, most studies of treatment 
efficacy exclude patients with significant comorbid medical, alcohol, or 
substance use disorders, all common problems for bipolar patients in the 
real world. Pharmacoeconomic studies tend to focus on the choice of spe- 
cific antimanic agents as the key independent variable, even though medi- 
cations only account for a portion of the overall treatment costs and patients 
in the real world frequently switch from one agent to another or take 
combinations of psychotropic drugs. 

Similar limitations may apply to the usefulness of treatment algorithms 
for bipolar disorder. Many algorithms are based on efficacy studies of 
selected subjects who are initiating one monotherapy versus another. Such 
algorithms may provide only limited guidance for the many patients who 
are on guideline-level doses of one or two mood stabilizers and an anti- 
depressant and who continue to experience subthreshold hypomanic and 
depressive symptoms that substantially impair their functioning. 

In recent years, a number of disease management models have been 
developed to improve care for real-world samples of patients with depres- 
sion [13-14] and other chronic illnesses [15]. We should try to adapt such 
models of chronic illness care to meet the special challenges in the care of 
bipolar disorder. Much work remains to be done to determine the optimal 
combination of public policies, public health and community interventions, 
clinical programmes of care involving both patients and significant others, 
and specific pharmacologic and psychosocial treatments that are needed in 
order to reduce the tremendous economic and social burden associated with 
bipolar disorder. 
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6.3 


Why We Care About the Economic and Social Burden of Bipolar Disorder 


Gregory E. Simon’ 


Our interest in the economic and social burden of bipolar disorder is not 
primarily motivated by scientific curiosity. Instead, we hope to use data on 
the burden of illness to influence public policy and identify priority areas for 
clinical and quality improvement. 
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Continued discrimination against those with mental disorders depends 
on a series of prejudicial assumptions. The first is that mental disorders have 
relatively minor consequences compared to general medical conditions. The 
second is that adverse consequences of mental disorders are relatively fixed, 
with little potential for improvement. The third is that psychiatric treat- 
ments are relatively ineffective—and therefore a poor investment of societal 
resources. 

Regarding the first of these assumptions, Goldberg and Ernst clearly de- 
scribe the large economic and social burden associated with bipolar disorder. 
Costs to the health care system include modest increases in use of general 
medical services and a large burden of inpatient psychiatric costs and costs 
due to substance use disorders—both of which might be reduced by more 
appropriate treatment. Social costs include decreased work participation, 
increased work absenteeism, lost productivity due to suicide, costs associated 
with crime and the criminal justice system. Major elements of burden that are 
difficult to express in monetary units include decreased educational attain- 
ment, marital instability, and family burden. Unfortunately, few of the data 
available allow direct comparison of the burden associated with bipolar dis- 
order to that associated with general medical conditions. In contrast, research 
on unipolar depression has long focused on such explicit comparisons. Evi- 
dence that the burden of depression equals or exceeds that of medical condi- 
tions traditionally viewed as more “serious” [1, 2] has been an important tool 
in the struggle for more equitable treatment of depressive disorders. 

Regarding the second of these assumptions, fewer data are available 
regarding the “economic and social” prognosis of bipolar disorder. Ad- 
dressing this question will require data on synchrony of change Oe, is 
improvement in mood symptoms associated with improvement in various 
measures of burden?) rather than cross-sectional association (i.e., compari- 
son of people with bipolar disorder to control or comparison samples 
without). Nearly all of the studies reviewed by Goldberg and Ernst were 
cross-sectional in design. One exception is the National Depressive and 
Manic-Depressive Association survey [3] showing marked improvements 
in psychosocial function following initiation of treatment. 

Regarding the third assumption, available data are insufficient to support 
strong conclusions regarding the effects of treatment for bipolar disorder on 
health services utilization, functional impairment/disability, and family 
burden. Demonstrating the effects of treatment (on either clinical or economic 
outcomes) requires data from true experiments or randomized trials. Abun- 
dant experimental evidence supports the clinical efficacy of specific pharma- 
cotherapy, and emerging evidence supports the efficacy of specific 
psychosocial treatments. Traditional clinical trials, however, have rarely 
evaluated reduction in economic or social burden as an outcome of treatment. 
One notable exception is Gelenberg’s comparison of more and less intensive 
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lithium treatment [4] demonstrating improved psychosocial function among 
those receiving more intensive pharmacotherapy. Goldberg and Ernst use 
data from observational studies to argue that improved treatment (either 
expanding access to treatment or increasing quality among those now 
treated) could lead to substantial economic gains. While it is likely that 
this argument will be proven correct, it is also unlikely that evidence currently 
available is strong enough to change policy. Research on the effectiveness and 
cost-effectiveness of treatments for unipolar depression is several years ahead 
of similar research on treatments for bipolar disorder. In the area of unipolar 
depression, recent randomized trials have demonstrated that improved de- 
pression treatment improves daily functioning [5], increases work productiv- 
ity [6, 7], and can be considered cost-effective when compared to generally 
accepted medical treatments [8, 9]. We can hope that the next generation of 
effectiveness trials for bipolar disorder will produce similar evidence. 

The second motivation for our interest in the economic and social burden 
of bipolar disorder is our interest in improving the quality of current clinical 
care. Two questions are relevant here. The first concerns the identification 
of priority populations for care improvement efforts. The second concerns 
the differential effects of specific treatments on measures of economic and 
social burden. 

Regarding the first question, data on burden of illness can help to identify 
clinical populations in which expanded access to treatment or improved 
quality of treatment might produce the greatest societal benefit. While 
clinical research and decision making often focus on symptom reduction, 
symptoms alone may not be an adequate measure of the impact of a 
disorder or the effects of treatment. From the perspective of patients and 
families, restoration of function may actually be a more important goal than 
symptom change. One example of burden-of-illness research helping to 
establish clinical priorities is the impact of research on impairment associ- 
ated with residual symptoms of mood disorders. Studies demonstrating the 
impact of persistent subthreshold mood symptoms [10, 11] have helped to 
re-orient clinicians toward complete remission (rather than modest im- 
provement) as the goal of mood disorder treatment. 

Regarding the second question (comparisons of economic outcomes for 
alternative treatments), Goldberg and Ernst review recent data regarding 
alternative mood stabilizers. Most of the studies reviewed were retrospective 
analyses of existing records data or decision-analytic models. Such designs 
do not support strong enough conclusions to warrant significant changes in 
practice or policy. The single randomized comparison (of divalproex vs. 
olanzapine for acute mania) [12] is difficult to interpret given high drop-out 
rates in both groups. Valid economic comparisons of alternative treatments 
will require representative samples, random assignment of treatment, high 
follow-up rates, and sufficient sample sizes to permit cost comparisons. 
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6.4 
The Importance of Boundaries and Comorbidities on Morbidity and 
Mortality: An Urgent Case for Early and Continuous Treatment 


Paula J. Clayton! 


Mania is derived from a Greek word meaning “to be mad” and the descrip- 
tion of such patients dates back to Greek times. If we assume that names are 
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given to illnesses in an attempt to organize clinical information, then we 
can also assume that the occurrence and recognition of manic patients 
was apparent to clinicians throughout history. When we defined mania 
and stressed the psychotic symptoms, we were calling attention to an illness 
with features similar to schizophrenia, but that had an episodic course 
[1]. This was further elaborated in the textbook that followed [2]. Although 
the illness is now easily recognized, we are still struggling to define its 
boundaries. And the boundaries fix not only the prevalence, but also the 
burden of the illness. Goldberg and Ernst recognize this conflict and try to 
discuss the burden of the illness in regard to symptoms (pure versus mixed 
mania, bipolar I and II, psychotic versus nonpsychotic, mania that includes 
schizoaffective mania, etc.), to age (childhood versus adolescence versus 
adult), to comorbidity and to select study populations. If we expand the 
boundaries as we now seem to want to do, then the World Health Organisa- 
tion disability projections, as quoted by Goldberg and Ernst, will only 
be greater. But even with the more conservative definitions, the illness, 
worldwide, is one of the 10 leading causes of temporary and permanent 
disability. Premature death also occurs. Recent data by Angst et al corrobor- 
ates this [3]. In a 34-38 year follow-up of hospitalized mood disordered 
patients, they reported that bipolar patients, compared to appropriate con- 
trols, have increased death rates from all causes except cancer, but that it is 
particularly striking for suicide, accidents /intoxications, cardiovascular dis- 
orders and all vascular diseases. The most startling finding, however, was 
that even though the investigators had no influence on the treatment, if the 
bipolars were treated, most commonly with lithium in combination with 
antidepressants and/or neuroleptics, but also with lithium alone, neurolep- 
tics plus antidepressants or a monotherapy of neuroleptics or antidepres- 
sants, the mortality was significantly lowered. This emphasizes the 
importance of treatment on outcome, both in regards to morbidity and 
mortality. 

Goldberg and Ernst have provided a thorough and comprehensive 
review of the ramifications of the illness ranging from the actual cost of 
treating the illness compared to the cost of missing the diagnosis, applying 
inappropriate treatments, slow treatments and no treatment. They include 
the effect each has on outcomes other than symptom remission, such as 
ability to go to school, to form relationships, to marry, to work, to stay out of 
trouble and to have the liberty to enjoy life. 

Their emphasis on prompt detection and rapid treatment particularly 
deserves reinforcement. Recently, Keck and his colleagues reviewed articles 
dealing with pharmacological loading in the treatment of acute mania [4]. 
They subsequently published a pilot study of rapid lithium administration 
[5]. The use of neuroleptics and antidepressants in the treatment of bipolar 
patients also should be stressed. 
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Since this is a lifelong illness, Goldberg and Ernst’s review of psycho- 
logical treatments calls attention to the crucial need for consistency in the 
treatment of these patients. Although it is essential for psychiatrists and 
other mental health workers in training to see and treat these patients, it is 
probably not in the best interest of these patients, almost more than any 
other psychiatric patients, to have different physicians or other caretakers 
every six to 12 months. Although we now have clozapine clinics due to the 
need of blood monitoring for schizophrenic patients, the old “lithium 
clinics” for the most part have disappeared and many universities do not 
even have mood disorder clinics. Whether this makes a difference, of 
course, is a researchable question. 

In their discussion of future research, Goldberg and Ernst acknowledge 
that an understudied area is the problem of comorbid disease, especially 
substance abuse. Even without research, it is clear that drug use and abuse 
influence the morbidity and mortality of the illness. But because the drug 
use may Start as early as the bipolar illness itself, it will have to be investi- 
gated by following adolescents in treatment with pure substance abuse, 
with pure depression and with either episodes of mania or bipolar illness, 
prospectively. The unclear relationship particularly between alcohol use 
and cocaine use in these patients needs to be studied. Frequently, the 
alcohol use is de-emphasized and neglected in the ongoing treatment, yet 
it may inaugurate episodes of cocaine use and even, by itself, contribute to 
the morbidity and mortality. These patients, when manic, are extremely 
intrusive. With drugs, they may become offensive. In the collaborative 
study of affective disorders, the first patient in the St Louis centre follow- 
up to die was a manic patient who got in a fight in a bar and was killed 
during the encounter. Only very detailed monitoring of bipolar patients will 
answer these questions. Clearly, along with the sophisticated genetic re- 
search, there is still a need for straightforward clinical research. 


REFERENCES 


1. Clayton P.J., Pitts F.N., Winokur G. (1965) Affective disorder. IV. Mania. Compr. 
Psychiatry, 6: 313-322. 

2. Winokur G., Clayton P.J., Reich T. (1969) Manic-Depressive Illness. Mosby, St. 
Louis. 

3. Angst F., Stassen H.H., Clayton P.J., Angst J. (2001) Mortality of patients with 
mood disorders: follow-up over 34 to 38 years. J. Affect. Disord. (in press). 

4. Keck P.E., McElroy S.L., Bennett J.A. (2000) Pharmacologic loading in the 
treatment of acute mania. Bipolar Disord., 2: 42-46. 

5. Keck P.E., Strakowski, S.M., Hawkins J.M., Dunayevich E., Tugrul K.C., Bennett 
J.A., McElroy S.L. (2001) A pilot study of rapid lithium administration in the 
treatment of acute mania. Bipolar Disord., 3: 68-72. 


480 BIPOLAR DISORDER 


6.5 
Beyond Pharmacotherapy: The Difficult Lives of Bipolar Individuals 


Michael J. Gitlin’ 


Over the last 30 years, treatment approaches in psychiatry in general and 
bipolar disorder specifically have been dominated by biological thinking, 
leading to the quest for increasingly effective pharmacotherapies. Given this 
emphasis, outcome studies focused on measuring symptoms and relapse 
rates. The effect of bipolar disorder on the lives of those we treated seemed 
almost irrelevant in our quest for a magic bullet to eradicate the disorder. In 
the last few years, however, the limitations of this important, understand- 
able but narrow view became evident. Even as the range of pharmacothera- 
pies multiplied, naturalistic studies of bipolar populations showed 
continued morbidity and marked functional impairment in treated popula- 
tions [1]. Additionally, economic considerations, both for treatment and to 
society, became increasingly important. It is timely, therefore, for Goldberg 
and Ernst to comprehensively produce a broader analysis of bipolar dis- 
order, focusing on its cost—both financial and psychosocial—to individuals, 
to families and to society. A corollary of this view is the consideration of 
therapeutic approaches for bipolar individuals that target other than dir- 
ectly diminishing symptoms, such as enhancing occupational and social 
function. 

One of the enormous difficulties in providing pharmacotherapy as the 
only treatment modality (and a partial explanation for the less than optimal 
results of treatment in community samples of bipolar disorder) is the diffi- 
culty in eliciting adequate treatment adherence that would allow for a 
medication’s efficacy. The recent maintenance treatment study of bipolar 
disorder by Bowden et al exemplifies this issue [2]. Among those (n = 372) 
who were recovered from an acute manic episode (already selected for 
enhanced compliance) and were randomized to one of three treatments, 
29% dropped out of the study because of a mood episode whereas 40% 
discontinued treatment for other reasons. Thus, in a setting in which pa- 
tients were followed more closely than is typical in the community, patients 
are more likely to drop out of treatment than to relapse. Without further 
attention to compliance issues for bipolar patients, even the best pharma- 
cotherapies will be relatively ineffective, thereby adding substantially to 
both direct costs and to greater morbidity and indirect costs of the disorder. 

Although reviewed more extensively in Chapter 4 of this book, psy- 
chotherapies—or, more broadly stated, psychosocial approaches—are cen- 
tral to addressing some of the problems described by Goldberg and Ernst. 
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Goals of these approaches include treatment adherence, diminishing the 
family stressors so common in families of bipolar individuals, recognizing 
the prodromal signs of mania, maintaining the kinds of lifestyles (e.g., 
regular sleep patterns) that minimize the likelihood of manic episodes, 
and helping patients re-enter the workplace in a manner that maximizes 
the chances for success. As noted in the chapter, integrated treatment of this 
type is associated with fewer hospitalizations and better psychosocial out- 
come, but also higher direct costs. Whether these increased directs are offset 
by savings in indirect costs is unclear. Yet, even if direct costs were docu- 
mented to be offset by savings in fewer missed days of work, greater 
productivity at work, less need for government financial assistance and so 
forth, linking the two is problematic. Saving money in one pot will not 
necessarily translate into transferring that money into another pot which 
is guarded by different pot-keepers with different priorities. Integrated 
services must be matched by integrated book-keeping for optimal progress. 

Goldberg and Ernst review the studies that document the functional 
disability of bipolar patients. Of equal interest is the evidence of a disparity 
between syndromal and functional outcome in these patients, i.e. bipolar 
individuals get better from episodes according to symptom rating scales, yet 
their lives—as measured by occupational or psychosocial ratings—do not 
improve in concert [3]. The reasons for this disparity are still unclear. 
Possibilities acting individually or in concert include: the effect of subsyn- 
dromal symptoms, neurocognitive deficits, the toxic effects of the poor 
social support common to bipolar individuals, and demoralization associ- 
ated with fear of relapse. Studies examining the role of these factors in 
explaining the poorer level of functional vs. syndromal outcome in bipolar 
individuals will help target appropriate interventions to combat these nega- 
tive prognostic factors. 

As we attempt to disentangle the multiple causes for the psychosocial 
dysfunction associated with bipolar disorder, another fruitful area to con- 
sider is the potential differential effects of manic vs. depressive symptoms. 
Some studies have suggested that depressive symptoms—both as part of a 
major depression but also at a subsyndromal level—may be more associated 
with functional disruption, but the data are far from clear. It is also possible 
that the effects of depressive symptoms on occupational dysfunction might 
be mediated by neurocognitive deficits [4]. 

Finally, virtually all studies in the areas of occupational and psychosocial 
dysfunction in bipolar disorder have examined those with bipolar I disorder. 
Yet, some recent data have suggested that bipolar II disorder, in which the 
manic states are by definition less severe but the depressions of at least equal 
severity compared to bipolar I disorder, may be more common [5]. If so, then 
comparing bipolar I vs. bipolar II patients may allow us to better understand 
the relative effects of mania vs. depression on functional outcome. 
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6.6 
Bipolar Disorder: How High the Cost? 


Gordon Parker! 


Goldberg and Ernst’s review informs us how little we truly know about the 
economic and social consequences of bipolar disorder, much due to the many 
variables confounding analyses and interpretation of many of the key studies. 
In the last decade we have come to appreciate that bipolar disorder is not 
quite the pristine episodic condition presented in many textbooks. The 
archetypal patient is no longer the individual who develops a “high” as a 
manic defence to some stress and whose mood cycles up and down for 
several weeks before long quiescent periods of euthymia and normal func- 
tioning. We now recognize that bipolar disorder can emerge in adolescence 
or early adulthood; that it is often preceded by protean forme fruste perturb- 
ations in childhood; that inter-episode periods of normal mood and func- 
tioning are probably not the norm; and that both the swings and their 
consequences expose the individual to a range of adverse outcomes. 
Estimates of the prevalence and consequences of bipolar disorder are 
clearly influenced by a range of factors, with detection and definition 
being key confounders of analysis and interpretation. As noted, a significant 
percentage of those with bipolar disorder have the condition for more than a 
decade before coming to notice, with cost estimates rarely encompassing its 
early expression. The elasticity of the diagnostic application of bipolar II 
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disorder ensures many false positives, and, as a category, requires redraw- 
ing or abandonment. The changes in health care delivery over the last 
decade alone have influenced direct costs (especially hospitalization) enor- 
mously. Thus, our capacity to compare studies across decades and across 
health care systems is limited in terms of determining economic burden. 
Unique amongst psychiatric disorders, bipolar disorder comes, like having 
a spouse with expensive tastes, with a hyperspend guarantee. It must be the 
only disorder where a credit cardectomy may be part of the management 
armamentarium. How do we price such costs? 

Yet not all the impact of bipolar disorder is negative. When mood is 
mildly elevated, its contribution to creativity may be a distinct advantage, 
as described decades ago by Jonathan Logan (the Broadway producer of 
South Pacific). Most enjoy their “highs” and it is often only following remis- 
sion (when behaviours and indiscretions are remembered, and the bills start 
coming in) that negative components are conceded. While there are great 
dangers in romanticizing bipolar disorder, we do need to consider its over- 
representation in creative people and, as summarized by Kay Jamison [1], 
the “importance of moods in igniting thought, changing perceptions, creat- 
ing chaos, forcing order upon that chaos, and enabling transformation”. 
How do such parameters get costed? 

Retrospective judgements of the overall effects and benefits vary, almost 
certainly more influenced by the impact and severity of the depressive 
episodes rather than the highs. The comedian Spike Milligan [2] observed: 
“I cannot reassure myself that it has been worthwhile. ...I do not hold with 
this romantic view... As far as I am concerned it is without a redeeming 
feature.” By contrast, the Australian writer Penelope Rowe [3] stated “I can 
‘thank’ my illness for shaving off some prickly edges and giving me greater 
tolerance (although I wish there had been an easier way!).” Again, the 
American psychiatrist and bipolar researcher Kay Jamison [4] stated that, if 
given a choice about having manic-depressive illness, she would so choose 
(“Even when I have been most psychotic—delusional, hallucinated, fren- 
zied—I have been aware of finding new corners in my mind and heart’’). 
How then do we apply standard cost-benefit analyses to such a disorder 
which, like having children, can be variably exhilarating and a burden? 

Cost estimates for unipolar depression comprise both costs of the “de- 
pression” and of a range of embedded predisposing factors (e.g., personal- 
ity style, socio-economic deprivation). The contribution of the latter to 
unipolar depression is substantive, but difficult to disentangle from the 
costs of the depressed mood state alone. By contrast, few such factors are 
over-represented in those who develop bipolar disorder. Over-represented 
psychopathology is more likely to be a consequence rather than an antece- 
dent of bipolar disorder. To the extent that bipolar disorder is the more 
“pristine” disorder, certain analytic strategies seem favoured. Particularly, 
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comparison of bipolar subjects and matched general community samples, as 
well as comparison of treated and untreated bipolar individuals. Goldberg 
and Ernst provide illuminative data from such studies but their relative 
rarity suggests that findings remain guesstimates. 

In addition to further quantitative studies pursuing such analyses, bipolar 
disorder invites more qualitative and ethnographic analyses, particularly 
pursuing personal costs. To the extent that the word “disorder” implies 
gloom or doom, here we have a gloom and boom condition. While highs 
have certain negative (and even dangerous) consequences, and generally 
respond well to medication, there are individuals who do achieve some 
benefit from such mood states and who can boom without busting. We need 
then to respect quite differing expressions of the condition in any costing 
analyses, and move beyond a current focus on quantitative studies. 
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6.7 
Reducing the Impact of Bipolar Disorder: 
A Developmental Perspective 


Melissa P. DelBello! 


The devastating impact of bipolar disorder on individuals, families, and our 
society had become apparent with recent investigations of the phenomen- 
ology, neurobiology, treatment and outcome of adults with this illness. Gold- 
berg and Ernst’s comprehensive review of the economic and social effects of 
bipolar disorder provides a useful perspective of future research directions 
that are necessary to reduce these functional and financial deficits. There are 
several issues relevant to the field of child and adolescent psychiatry that 
are worth emphasizing, since primary and secondary prevention of bipolar 
disorder will ultimately be the responsibility of this specialty. 
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In a retrospective survey, 59% of adult bipolar members of the National 
Depressive and Manic-Depressive Association reported the onset of their 
symptoms during childhood or adolescence [1]. Furthermore, in this study, 
child and adolescent onset bipolar disorder was associated with increased 
social morbidity, which was diminished by effective treatment. This survey 
highlights the imperative need for studies involving bipolar children and 
adolescents. Targeted early intervention strategies for children and adoles- 
cents at familial risk for developing bipolar disorder will be successful only 
after the phenomenology and biology of, and effective treatments for, 
paediatric bipolar disorder are better understood. 

There are several ongoing preliminary investigations assessing the effect- 
iveness of mood stabilizers in children at familial risk for bipolar disorder 
who exhibit subsyndromal affective symptoms. While these studies are 
important, given the lack of controlled data regarding effective treatments 
for paediatric bipolar disorder and the paucity of longitudinal studies of 
children and adolescents with familial risk for developing bipolar disorder, 
they may be premature. Moreover, as Goldberg and Ernst appropriately 
point out, the impact of early screening and treatment has yet to be system- 
atically studied. 

During the past five years, several reports have clarified the age-specific 
phenotypic manifestations of bipolar disorder in children and adolescents 
[2-5]. These studies consistently demonstrate that paediatric bipolar dis- 
order commonly presents with comorbid attention deficit hyperactivity 
disorder (ADHD), conduct, and substance use disorders, is associated with 
poor outcome and high relapse and school drop-out rates, and often re- 
quires polypharmacologic intervention. Recently, the first study to assess 
the psychosocial impact of paediatric bipolar disorder described that bipo- 
lar children exhibit significant impairment in child—parent and child—peer 
interactions and social skills compared with ADHD children and healthy 
controls [6]. 

Despite these recent advances, there are still many areas that need further 
exploration prior to the development of prevention and early intervention 
programmes. For example, outcome studies of children with major depres- 
sion revealed that those who experience recurrence of major depression 
during follow-up have higher rates of major depression in first-degree 
relatives [7]. It remains unclear whether this is also the case for children 
with bipolar disorder. Furthermore, children and adolescents with bipolar 
disorder are likely to have significant financial and psychosocial conse- 
quences, since many of the factors which largely contribute to the economic 
and social burden of bipolar disorder, such as the presence of comorbidity, 
polypharmacy, high relapse rates and psychosocial impairment, are 
present. However, there are no published cost-estimate studies and little is 
known about the long-term outcome of children who are diagnosed with 
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bipolar disorder. Another area which deserves further attention is the utility 
of psychoeducation and early intervention substance use programmes 
aimed at bipolar adolescents, since data suggest that subsequent to the 
onset of adolescent bipolar disorder there is a significant risk for developing 
a substance use disorder [4, 8]. Additionally, neurobiological investigations 
are necessary to further validate and characterize the phenotypic variability 
of paediatric bipolar disorder. Prospective longitudinal outcome and bio- 
logical studies of bipolar children and adolescents into adulthood are also 
needed to determine the psychosocial and neurobiological developmental 
trajectories associated with paediatric bipolar disorder, to identify neuro- 
biological predictors of illness course and treatment response, and to clarify 
whether paediatric bipolar disorder is a distinct entity or a developmental 
variant of adult bipolar disorder. 

It is difficult to develop early-intervention strategies when treatment 
efficacy data in children are scarce. There has been only one placebo- 
controlled study of a mood stabilizer in children and adolescents with 
bipolar disorder [7]. Furthermore, the effects of stimulants and antidepres- 
sants on children and adolescents with and at risk for developing bipolar 
disorder are not completely understood. As Goldberg and Ernst describe, 
clinical experience and several recent studies suggest that exposure to 
stimulants or antidepressants may hasten the onset of and exacerbate the 
course of bipolar disorder in children [9, 10]. Future prospective investi- 
gations of the effects of stimulants and antidepressants on illness course of 
children at familial risk for developing bipolar disorder are necessary. 

Bipolar offspring studies are useful in that they permit characterization of 
a population with a high genetic loading, identification of phenomeno- 
logical and neurobiological predictors of psychopathology and prodromes, 
and eventually, development of early detection and intervention strategies. 
Several investigations suggest that children and adolescents who have at 
least one parent with bipolar disorder have an increased risk for developing 
affective disorders in addition to a wide range of other psychopathology 
[11]. However, most bipolar offspring studies are not longitudinal and, 
therefore, are unable to assess stability of diagnoses, outcome of unaffected 
offspring, and environmental and neurobiological predictors of and risk 
factors for the development of bipolar disorder. Additionally, further char- 
acterization of the neurobiology and phenomenology of paediatric bipolar 
disorder is essential to enable identification of prodromal, subsyndromal, 
and syndromal manifestations and neurodevelopmental antecedents of bi- 
polar disorder in “high-risk” youth. Therefore, only after research accom- 
plishments advance our understanding of paediatric bipolar disorder will 
we be able to develop useful and effective early intervention programmes 
aimed at reducing the economic and social disabilities associated with 
bipolar disorder. 
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6.8 
Stress, Relapse and Disability in Bipolar Disorder 


Joyce E. Whiteside! 


The extent of disability, family disruption and fatality associated with 
bipolar disorder truly makes it one of the most financially impacting 
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illnesses affecting mankind. Goldberg and Ernst describe the economic 
impact of bipolar illness not only in direct costs, but also in the hard to 
define indirect costs of social impact. 

As they report, there is a large body of research suggesting psychosocial 
disability may be profound among bipolar patients even after affective 
symptoms remit [1] and poor psychosocial functioning is highly prevalent 
among these patients. For example, Miklowitz and Frank [2] show that “for 
the 6 months after an acute manic or depressive episode, 57% of patients 
cannot maintain employment, and only 21% work at their expected level of 
employment even when they are relatively symptom free and maintained 
on standard drug regimes”. An inability to regain pre-illness functioning 
can act as a vicious cycle for the bipolar patient, increasing financial and 
family pressure, which in turn may affect the probability of relapse. 

The interplay between disruptive family history and poor coping strat- 
egies may set up a malicious cycle of depressive episodes and stressful 
events. Regardless of origin, these psychological events could lead to bio- 
logical results. Researchers have suggested that stressful conditions or 
dysregulated stress reactions may alter neurochemical activity or neurohor- 
monal functioning, respectively [3]. 

Ellicott et al [4] examined the importance of stress in affective episodes in 
a population of bipolar patients with similar conclusions. The research 
indicated that genetic and biological components are important in the 
etiology of manic-depressive illness, but they cannot entirely explain the 
variance in the magnitude or length between episodes. They found a greater 
likelihood of recurrent episodes in patients with high levels of stress com- 
pared with those with low to no stress. Though their research controlled for 
medication compliance, stress may lead patients to poor medication com- 
pliance, which in turn could lead to an increase in symptoms. They con- 
cluded: “psychological and medical interventions might need to be 
increased at times of stress”. Their findings also suggest that while high 
levels of stress may lead to an exacerbation of illness, stressful life circum- 
stances are not in themselves likely to be direct causes of affective episodes; 
rather, an individual’s reaction to stress may be a mitigating factor. 

This is supported by later observations by Swendsen et al [5], who found 
that psychiatric history, age of onset, or number of prior episodes did not 
predict relapse in bipolar patients, but personality variables did, such as 
introversion and obsessionality. They concluded that “psychological factors 
appeared to moderate the association between stress and relapse”. In a 
prospective study, Hunt et al [6] examined the relationship between signifi- 
cant social stressors and affective relapse among 57 bipolar I patients during 
the course of two years. The findings suggest that while there is no clear 
causal relationship between life events and relapse, there is a significant 
increase in life stressors in the month prior to relapse. However, with the 
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cyclical nature of bipolar disorder, it is difficult to separate in time those 
events preceding an affective relapse and those stressors that are symptoms 
of the illness. This is especially difficult with manic episodes. 

Silverstone and Romans-Clarkson’s review of the literature [7] suggests 
that many if not most patients (28-99%) who have an initial episode will 
relapse and of those most relapse three or more times. They conclude that 
psychosocial and environmental stressors play a greater role in the initial 
episodes than in successive relapses. Post [8] supports these findings indi- 
cating the onset of the illness, regardless of the state (i.e. manic or de- 
pressed), is more strongly correlated with a major psychosocial stressor 
than successive mood episodes. In addition, his research explores the neuro- 
biology underlying the disorder “indicating how electrical and chemical 
stimulation and psychosocial stressors affect gene expression, thus present 
[ing] a way in which acute events can have long lasting effects on the 
subsequent reactivity of the organism”. 

Through a complex model in which psychosocial stresses may lead to a 
selective activation sequence of gene transcription, Post hypothesizes that 
significant life stress which precipitates a first mood episode may directly 
alter gene expression. This, in turn, affects neurotransmission, allowing 
future episodes to evolve spontaneously. A study of occupational function- 
ing among 130 bipolar and unipolar patients and their relatives [9] supports 
Post’s view: while previous research has demonstrated the detrimental 
effects of bipolar illness on occupational functioning, the “relationships 
between bipolar disorder and social adjustment are complex and cannot 
be conceived of simply in terms of negative consequences”. 

Related to this perspective, it has been reported [3] that suicide attempts 
in bipolar patients were often linked to stressful life events, but that such life 
stresses were more often than not the consequence of self-damaging behavi- 
ours acted out by patients themselves. As Goldberg and Ernst describe, sui- 
cide is the most frequent cause of premature death among bipolar patients. 
This illustrates the importance of monitoring a patient’s stressors in order to 
increase medication compliance, decrease cycling and improve life expect- 
ancy. 
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6.9 
Broadening the Perspective on Bipolar Disorder Outcome 


James H. Kocsis! 


Goldberg and Ernst have contributed a thorough and incisive review of the 
enormous economic and psychosocial burden associated with bipolar dis- 
order diagnoses. Unfortunately this field is beset with even more daunting 
methodologic challenges than traditional research in areas such as treatment 
efficacy and clinical outcomes. While it is obvious to clinicians, patients and 
family members that bipolar illness remains difficult to treat and is associ- 
ated with enormous economic and social consequences, very little is certain 
concerning the impact of treatment, in particular the effects of long-term 
treatment on either the illness itself or its associated consequences [1]. 
Ironically, some of the lack of clarity stems from recent advances in 
diagnosis and therapeutics. Our best information on the long-term course 
and consequences of treatment derives from studies of the use of the oldest 
of the modern mood stabilizers, lithium, in typical patients with bipolar I 
illness [2-5]. In recent years, the importance of a wider spectrum of bipolar 
subtypes has been recognized, e.g., bipolar II, rapid-cycling bipolar and 
atypical bipolar. The evolving use of a variety of new antiepileptic agents 
and novel atypical antipsychotic drugs as mood stabilizers has greatly 
broadened our therapeutic options. Many years of systematic follow-up 
research will be required to fill the information gap concerning the useful- 
ness and importance of each of these treatments applied to the various 
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subtypes of bipolar illness. Such studies will need to address not only the 
reduction and prevention of bipolar symptoms and episodes, but also the 
effects of treatment on the broader psychosocial and economic burdens 
associated with these disorders. As Goldberg and Ernst emphasize, add- 
itional research attention needs to be given to “real-world” clinical diagno- 
sis and treatment to achieve a true measure of the impact of new advances 
in nosology and drug development on the bipolar population. 

In the United States, the National Institute of Mental Health has recog- 
nized these issues as an important priority of the mental health research 
agenda. Among the new initiatives of the Institute has been the Systematic 
Treatment Enhancement Program for Bipolar Disorder (STEP-BP), which is 
a systematic, multisite follow-up of a large cohort of bipolar patients over a 
five-year period. Many of the newer therapeutic options, including psycho- 
therapy, will be delivered based on clinically driven algorithms. A broad 
range of outcomes, including psychosocial and cost-effectiveness measures, 
will be assessed. The results will inform us about the effectiveness, the 
psychosocial consequences and the costs of the treatments delivered. This 
effort is a “step” in the right direction. Much remains to be done. 
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6.10 
The Current Economic Picture of Bipolar Disorder: 
Your Money or Your Life! 


J. Raymond DePaulo' 


Goldberg and Ernst have provided an integrated picture of the economics 
and treatment effectiveness research in bipolar disorders. My comments are 
purposefully provocative and will reflect my experience as both an ageing 
American clinician and an advocate for and sometimes practitioner in the 
etiological research of affective disorders. 

The authors’ tracking of the research on bipolar disorder from global 
epidemiology, to the bedside, and back again (via the home, community, 
and societal institutions) is elegant. I am quite familiar with the research 
covered, but it would not have occurred to me to connect the economy/ 
social impact research (such as the WHO study) with treatment effective- 
ness research (e.g. guidelines-based psychopharmacology). 

I have championed the Global Burden of Disease studies as validating the 
importance of major psychiatric syndromes. The studies show that psychi- 
atric disorders make up five of the top 10 causes of disability worldwide in 
1990 [1]. I have argued that the appropriate responses to these findings 
would be to treat them and to “cover them”, like any other mysterious 
medical syndromes, and to increase substantially the commitment to basic 
etiological as well as clinical research on bipolar disorder (as well as the 
other four conditions listed). 

To synopsize my argument in the light of Goldberg and Ernst’s essay, I 
will risk creating a “straw man in order to knock it down”, as I highlight the 
need for greater emphasis on etiologic research in bipolar disorder. First, let 
me give a few reasons why I do not usually connect the Global Impact 
Research with treatment effectiveness research: both lines of research are in 
their infancy in psychiatry and we should expect conflicting results from 
serious investigators for several years before anchor points are accepted. As 
an example, what is the somatic equivalent impairment for a three-month 
episode of uncomplicated major depression? Or, is lamotrigine an anti- 
depressant or is it a specific treatment for bipolar II illness? In addition, I 
have a general concern about the value that will come from the current 
effectiveness trials based on treatment guidelines. This research may be 
premature, not just new. Why? The research, as highlighted in the essay, 
is limited in its scope. It fits into an American view of treatment that is not 
widely shared around the world. Americans tend to value the anticonvul- 
sant medications and “diagnosis specific” psychotherapies in ways that our 
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European, Asian, and Australian colleagues do not, so that the research has 
narrow generalizability. I predict that over time, we Americans will think 
more like the rest of the world does about bipolar disorder management— 
not the reverse. 

Finally, at a more fundamental level, I do not see how we can achieve 
treatment guidelines that have any durability over time without greater 
knowledge of the brain mechanisms (genetic, pharmacological, and struc- 
tural) involved in bipolar disorder and the critical mechanisms of thera- 
peutic action of our treatments. It would be like developing guidelines for 
diabetes management before we knew about glucose, insulin, and their 
relationship. This is not to say that we will not get some value from the 
guidelines-based research. We will undoubtedly learn a lot—including 
much that will surprise us, I believe. But we will not, in my judgement, 
create widely useful or durable treatment guidelines for treating bipolar 
disorder. We need to match the new funds going into treatment research 
(from governmental and foundation sources) with new funds to support 
basic genetic, brain imaging, and basic pharmacological research which will 
provide us with insight into the pathogenesis of bipolar disorder, in the way 
it has done for Alzheimer’s disease [2]. This will provide us with improving 
diagnostic methods and rational treatment targets over decades to come and 
will provide the anchors needed for better treatment studies. 
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6.11 
The Economic and Social Burden of Affective Disorders: 
Unmet and Growing Needs 


Daniel Souery' 
Until the last few years, it has been suggested that no more than 1% of the 


general population has bipolar disorder. The recent literature on the lifetime 
prevalence of the bipolar spectrum suggests higher prevalence rates of up to 
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6.5%. The Zurich cohort study [1] identified a prevalence rate up to age 35 of 
5.5% of DSM-IV hypomania/mania. The significant increase in prevalence 
rates from previous studies may be explained by softer and subthreshold 
clinical forms of bipolar disorder such as bipolar II, depression followed by 
antidepressant-associated hypomania, brief hypomania (recurrent and 
lasting 1-3 days). Despite being among the most prevalent psychiatric 
conditions in the community, these manifestations of the clinical spectrum 
of bipolarity remain under-recognized and often misdiagnosed. 

Goldberg and Ernst, in their review, go far beyond the classical observa- 
tions on epidemiology and morbidity and offer a comprehensive dissection 
of the different components involved in the economic and social burden of 
bipolar disorder. The Global Burden of Disease study mentioned in the 
review [2] provides a remarkable way to capture both the mortality effects 
and the disabling consequences of mood disorders using one single indica- 
tor (the Disability-Adjusted Life Year or DALY). This approach revealed the 
“unseen burden” of psychiatric disorders such as depression and bipolar 
disorders, almost invisible to public health. 

Despite the development of new pharmacotherapies and treatment 
guidelines, the consequences of under-recognition, misdiagnosis, inappro- 
priate treatments and psychosocial disabilities remain impressive. The 
results we actually achieve with available pharmacologic and psychothera- 
pic treatments fall far short of what is achievable. 

In Europe, very few existing studies address these issues. The lifetime 
prevalence of depression has been recently studied in a large European 
community survey [3], the Depression Research in European Society 
(DEPRES). In this survey, 78463 persons within a demographically repre- 
sentative sample were interviewed using a standardized diagnostic instru- 
ment compatible with DSM-IV diagnostic criteria (Mini-International 
Neuropsychiatric Interview, MINI). A total of 13359 of the 78463 adults 
who participated in screening interviews across six countries were identi- 
fied as suffering from depression, a six-month prevalence of 17%. Major 
depression accounted for 6.9% of the cases of depression, and minor depres- 
sion for 1.8%. Depressive symptoms were responsible for substantial work 
and social impairment in both major and minor depression. A significant 
proportion of sufferers from depression (43%) failed to seek treatment for 
their depressive symptoms. Sufferers from major depression imposed the 
greatest demand on healthcare resources, making almost three times as 
many visits to their family doctor as non-sufferers (4.4 vs. 1.5 visits over 
six months). More than two-thirds of depressed subjects (69%) were not 
prescribed any treatment and, when drug therapy was prescribed (31%), 
only 25% of these subjects were given antidepressant drugs. The number of 
days of work lost due to illness increased with the severity of depression. 
Major depression had most impact on productive work, with sufferers 
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losing four times as many working days over six months as non-sufferers. 
The results of the DEPRES survey confirm the burden imposed on the 
individual sufferer in terms of impaired quality of life and on society in 
terms of healthcare utilization and lost productivity. 

Continuing medical education and the development of systematic quality 
management projects may help to improve the situation. Several factors are 
decisive for achieving an optimal quality of care and an optimal outcome. At 
the level of clinical practice, these are related to medical decisions, treatment 
habits, cost-benefit profile, patient compliance. Quality of care in psychiatry 
is often reflected by subjective aspects such as quality of life, psychosocial 
functioning or satisfaction with treatment. Objective measures include 
among others severity of symptoms, relapse rate, side effect rate, number 
of hospitalizations, and treatment response. The parallel monitoring of these 
aspects is difficult in daily practice and in the long term can only be 
achieved through quality measurement systems. This kind of system facili- 
tates the collection of patient data for use in hospitals or across a country 
and may improve the quality of care in reducing relapse rates, increasing 
compliance and reducing direct and indirect costs. 

It appears that, although successfully practised in other medical discip- 
lines, quality management programmes are not largely accepted in psych- 
iatry [4]. Much more money and manpower should be invested in such 
initiatives. There is therefore a requirement to demonstrate that investment 
is needed in such directions, and generate evidence on affordable and cost- 
effective management and prevention strategies. 
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6.12 
Difficulties in Evaluating the Economics of Bipolar Disorder in 
Developing Countries 


Ahmed Okasha! 


We are indebted to Goldberg and Ernst for their seminal review about the 
economic and social burden of bipolar disorder in spite of the scarcity of the 
literature on this subject. 

The economics of mental disorders is rarely estimated in developing 
countries, because the resources needed for such studies are unavailable 
in low-income countries. The studies done on bipolar disorder are scarce 
even in developed countries. However, they can be a paradigm for cost 
estimates of mental disorders in developing countries. 

In a recent study, Angst [1] reported that, while 13 epidemiologic studies 
since 1980 had persistently found a low lifetime prevalence of mania (0.0- 
1.7%), the application of DSM-IV criteria by trained clinical psychologists 
produced a prevalence for mania and hypomania of 5.5% by age 35. A 
broadening of diagnostic criteria to include other aspects of the bipolar 
spectrum (hypomania, cyclothymia, and bipolar disorder not otherwise 
specified) in six studies since 1978 yields a prevalence ranging between 3.0 
and 8.8%. 

This high prevalence suggests that bipolar disorder is a general health 
problem with significant social and economic sequelae, a fact of which 
policy makers should be aware. 

The economic burden of treatment of bipolar disorder is poorly under- 
stood. A recent study [2] discussed the direct cost of care for bipolar 
disorder in an employer claims database representing the healthcare experi- 
ence of approximately 1.6 million covered lives. The study examined the 
estimated cost of care including expenditures for hospitalization, hospital 
outpatient services, outpatient medications, psychiatric day/night facilities, 
nursing home facilities, office visits, laboratory tests, substance abuse treat- 
ment, and other services. The prevalence of bipolar disorder in the popula- 
tion was 5.5 patients per 1000 eligible members. These patients incurred 
significant annual expenditures, totalling $13 402 in 1995, $11 856 in 1996, 
and $11146 in 1997. These expenditures were comparable to the costs of 
treatment for schizophrenia in the same population during this period. 
Annual costs for outpatient use of mood stabilizers and antipsychotic medi- 
cations increased by $168 (42%) over the study interval, totalling $568 in 
1997. However, other costs of care for these patients decreased by $2424 (i.e., 
more than 80%) during the same period. 
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In 1990, the total annual prevalence-based cost associated with depression, 
including both unipolar and bipolar illness, was estimated as $44 billion in the 
United States [3]. This sum has been subdivided into direct costs (totaling 
approximately $7.6 billion/year, or 17% of total costs) and indirect expenses 
(about 83% of total costs). Direct expenses related to affective disorders 
include nursing home (33%) and inpatient costs (26%), crime (25%), substance 
abuse (8%), suicide (2%), medications (1%), shelters (1%), and research/ 
training programme costs (1%). In developing countries, because of lack of 
quality services and underpayment of mental health professionals, the cost of 
medications, especially the novel ones, reaches 20-25% of the total cost. 

To my knowledge, the only research on economics of bipolar disorder in 
developing countries was delivered by Okasha and Ramy [4]. Sixty manic 
inpatients, whose diagnosis had been confirmed by the SCID-IV on case 
records and whose severity had been assessed using the Bech—Rafaelsen 
Mania Scale, were divided into two groups according to whether or not they 
received electroconvulsive therapy (ECT) in addition to pharmacotherapy 
consisting of antipsychotics, lithium and/or anticonvulsants. Both the dur- 
ation of hospital stay and the total treatment cost were significantly higher 
for non-ECT patients than for ECT patients (duration: 37.13 days versus 
19.02 days; cost: $1904 versus $1097). This means that giving ECT will 
reduce the cost and the duration of hospitalization by about 50%. For the 
last 30 years I have been teaching that ECT is the best treatment for acute 
mania, but only recently the American Psychiatric Association included 
ECT as the first choice of management in its guidelines. 

An ongoing study on ECT maintenance for resistant and relapsing bipolar 
patients is giving encouraging results in Egypt. This is a policy recom- 
mended for low-income countries with limited resources. 

Goldberg et al [5] found at both two- and five-year follow-ups that fewer 
than one-quarter of bipolar patients with affective relapses had steady work 
performance, and that affective relapse led to impaired work functioning 
more profoundly among bipolar than unipolar patients. At least one-quarter 
of euthymic bipolar patients show impaired insight and an inability to 
recognize affective prodromes. 

In recent years, much progress has been made in the diagnosis and 
treatment of schizophrenia and depression. Bipolar disorder, however, 
remains frequently misunderstood, leading to inconsistent diagnosis and 
treatment. Bipolar disorder is underdiagnosed and under-recognized and 
frequently misdiagnosed as unipolar major depressive disorder, which can 
increase the burden of the disorder. Antidepressants are probably overused 
and mood stabilizers underused. Reasons for underdiagnosis include: a) 
patients’ impaired insight into mania, b) failure to involve family members 
in the diagnostic process, c) inadequate understanding by clinicians of 
manic symptoms. 
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Psychosocial disability from bipolar disorder remains extensive and en- 
compasses multiple domains, including work and social functioning, inde- 
pendent community living, family adjustment, premature mortality, and 
diminished quality of life. Comorbid substance abuse or other psychiatric 
diagnoses [6] and/or medical conditions [7] are highly prevalent in bipolar 
disorder. 

Further research is required in low-income countries with limited re- 
sources on the economics of mental disorder. 
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6.13 
The Present Role of Advocacy Organizations in the Long-Term 
Management of the Bipolar Patient 


Paolo Lucio Morselli! 


In the present situation, where all over Europe psychiatric care is being 
transferred from institutions to the community, access to care and adher- 
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ence to treatment are far from being satisfactory [1-3]. Patient-driven 
advocacy organizations may play an important role in the long-term man- 
agement of persons with mental disorders, for the reduction of the present 
burden that afflicts not only the patients but also their family and the 
community as well. More specifically, they may play an important role in 
helping to reintegrate into a more active and productive life those who 
suffered from mood and/or anxiety disorders. This is particularly true 
for those suffering from bipolar disorders, in whom the lingering effects of 
the disease may be very long lasting and relapses are more frequent than 
in other mood disorders. The interventions of patient-driven advocacy 
associations may also help in reducing the indirect costs related to the 
disorders [4]. 

At present, in Europe, these interventions are oriented along two main 
lines: a) information and education of the patient, his/her family and the 
general population; b) direct intervention and support through self-help 
groups favouring increase of the individual self-esteem and improvement 
of social adjustment, hence permitting a more rapid reintegration and a 
better quality of life. 

A recent survey carried out among members of Fondazione IDEA, an 
advocacy association based in Italy, indicated that, out of 1130 patients who 
suffered from mood disorders (25% bipolar) 3-5 years before and were free 
of symptoms at the moment of the survey, lingering effects of the disease 
and impaired social functioning were present in 35% of the cases, despite 
their apparent return to working or professional activities and social inter- 
actions. The most severely impaired items were those referring to the 
“relationship with the other” or “capability to communicate with the 
other”, both at the workplace and within the family. Furthermore, about 
20% of the respondents reported they felt “stigmatized” both within the 
family and at the workplace or socially. As generally known, a poor or 
reduced social adjustment is associated with a poor quality of life and a 
higher risk of relapses [5]. 

Self-support groups do act specifically on this aspect. By improving the 
patient’s ability to communicate, to express his/her ideas, by allowing 
him/her to realize that many others have suffered from the same dis- 
ease, by permitting increased knowledge and understanding of the disease 
and its treatment, self-support groups gradually transform the sufferer 
from a passive executor of the physician’s instructions, that are only 
partially understood, to a person that assumes an active role. Further- 
more, those who participate actively in self-support groups discover 
that their suggestions and comments may be useful and important for 
the “others”. All this leads to an increased self-esteem and to a better 
quality of life. Stigmatization is no longer feared and the future appears 
brighter. 
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“Relatives-oriented” self-support groups do also make it possible to 
reduce the burden on family members. In fact, relatives’ improved know- 
ledge and education about the disease and the way they should behave with 
respect to the sufferer lead to a better understanding of the situation of the 
sufferer, making it less conflicting. Furthermore, in case of relapses, relatives 
may become able to identify the prodromes of an episode, with a conse- 
quent earlier intervention by mental health workers. 

Today patient-driven advocacy organizations also have an important role 
in the information and education of the general population. Despite tremen- 
dous advances of neuroscience and neuropsychopharmacology, despite an 
increased understanding of various brain disorders, mental illnesses still 
remain a “taboo” for a large part of the general population and, unfortu- 
nately, also for a part of the medical profession. Bipolar disorder is still too 
often labelled as “manic-depressive psychosis”, where the term ‘‘psycho- 
sis” is linked to the concept of “incurable disease” and the term manic is 
associated with very negative connotations. This creates the stigma, that hits 
not only the patient but his/her family too. In the above-mentioned survey 
among 1020 relatives (not suffering from mood disorders), 20% declared 
they felt to be or were stigmatized because of having within the family a 
person suffering from mood disorder. 

Relatives and family members may have an important role in the follow- 
up of the bipolar patient, but they know very little about the disease, are not 
prepared to manage the patient, and are not informed on the meaning of 
emerging manic symptoms. They can only be witnesses of the strange 
changes of their beloved and are powerless against the devastating march 
of the disorder. 

Because of the above, the general population should be better educated 
and informed about bipolar disorder. They should know that bipolar dis- 
order is not a “divine malediction” nor an “‘untreatable disease”, but it is a 
chronic, biological, curable disorder that, if not treated, may lead to a serious 
impairment of the social role of the individual and of his/her family, and in 
15% of cases to suicide. 

Patient-driven advocacy organizations do the best they can, but a more 
integrated effort should be implemented with the help of governmental 
structures and scientific societies. The voice of mental illness advocacy 
organizations should be listened to more attentively, and these organiza- 
tions should be allowed to participate in the decisions on mental health 
policy programmes. An integrated approach, based on an active co- 
operation between patients, families, psychiatrists, primary care physicians 
and governmental agencies, would hopefully lead to the necessary changes 
in the organization and availability of psychiatric services and consequently 
to a reduced burden of the disorder. 
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